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Medihaler 


Means self-powered, uniform, 
measured-dose inhalation ther- 
apy... made possible by specially 
designed metered-tiose vaive... 


Medihaler 


Means true nebulization. Each 
measured dose provides 80 per 
cent of its particles in the opti- 
mal size range—0.5to 4 microns 
radius—insuring effective pene- 
tration of the respiratory tract. 


Medihaler 


Means an unbreakable Oral 
Adapter—no movable parts— 
no glass to break—no rubber 


to deteriorate... 


Medihaler-Epi 
Riker brand of epinephrine 0.5% solu- 
tion in inert, nontoxic aerosol vehicle. 
Each ejection delivers 0.125 mg. epine- 
phrine. In 10 cc. vial with metered- 
dose valve, sufficient for 200 inhalations. 


Medihaler-Epi replaces injected epine- 
phrine in emergency situations in which 
respirations have not ceased. [t provides 
rapid relief in acute food, drus:, or pollen 
reactions (including urticaria, broncho- 
spasm, angioneurotic edema, edema 
of glottis, etc.). In most instances 

only one inhalation is necessary, 


For Rapid Relief of Acute or Continuing Bronchospasm 


Medihaler 


Means notably safe and effec- 
tive therapy when indicated for 
children. Medication is in leak- 
proot plastic coated bottles... 


Medihaler 


Medication and Adapter fit into neat 
/ plastic case, convenient for pocket 
if or purse... 


Medihaler 


Means greater economy—no 
costty glass rebulizers to re- 
piace, and one or‘.wo inhalations 
usuaily suffices f.r prompt relief. 


® 
Medihaler-Iso 
Riker brand of isoproterenol HCl % 
0.25% solution in inert, nontoxic aero- 
sol vehicle. Each ejection delivers 0.06 
mg. isoproterenol. In 10 cc. vial with 
metered-dose valve, sufficient for 200 
inhalations. 

Note: First prescription for Medihaler medi- 


cations should include the desired medication 
and Medihaler Oral Adapter. 
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in skin disorders 
majc - improvement in 


corticosteroid therapy 


ti-Derm 
cream 0.5% 


for effective local relief of allergic (atopic) dermatoses, 
poison ivy dermatitis and other contact dermatoses, 
nonspecific anogenital pruritus — with new 
corticosteroid potency. 


formula: Each gram of water-washable Meti-Derm 
Cream contains 5 mg. of prednisolone, free alcohol. 


supplied: Meti-Derm Cream, 0.5%, 10 Gm. tubes. 


MeTicorTELone,® brand of prednisolone. 
Merti-Derm,* brand of prednisolone topical. 
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Against Pathogen & Pain 
in urinary tract infections 


Azo Gantrisin combines the single, soluble 
sulfonamide, Gantrisin, with a time-tested ie 
urinary analgesic - in a single tablet. 


Prompt relief of pain and other discomfort is 
provided together with the wide-spectrum 
antibacterial effectiveness of Gantrisin which 
achieves both high urinary and plasma levels so 


important in both ascending and descending 
urinary tract infections. 


Each Azo Gantrisin tablet contains 0.5 Gm Gantrisin 'Roche' plus 50 m 


phenylazo-diamino-pyridine HCl. Gantrisin® - brand of sulfisoxazole 
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second-class matter February 3, 1928, at the Post Office at New York, N. Y., under the Act of August 
24, 1912. Annual subscription United States and Canada $6.50. All other countries $7.50. Single copies 75c, 
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There are many short periods of time 
which, if measured correctly, are considered valuable 
diagnostic durations — such as the P-R interval in ECG interpretation, 
and the minutes during which a patient consumes oxygen in 
a BMR test. If the readings related to these measurements are to be used 
with complete confidence, it is wise to consider another important 
measure of time — and that is the background of the 
instruments which 
produced them. 


Sanborn 
Viso-Cardiette 


TESTED 


diagnostic team 


Sanborn 


Metabulator 


No one understands 
better than a physician 
that it takes time to 
become suitably proficient 
in a chosen work. The unmatched 
background of knowledge and experience making possible 
such fine instruments as the Viso-Cardiette and Metabulator 
did not come about overnight, and is the result of almost 
40 years of successful medical instrument development. Such 
a background assures you that it is safer to select Sanborn. 


SANBORN COMPANY, WALTHAM S54, MASSACHUSETTS 


New York Branch Office 1860 Broadway, Circle 7-5794 and 7-5795 
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readings 
throughout 

the critical range... 


the urine-sugar test with the standardized, 
laboratory-controlled color scale 


e@ full color calibration for the urine-sugar spectrum 
e easily read, firmly established blue-to-orange scale 
e sharp color distinction between readings 


(a AMES COMPANY, INC: ELKHART, INDIANA 


Ames Company of Canada, Ltd., Toronto 
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Gay efter day afterday..... 


CHOLINOLYTIC 


... week after week after week 


normacid gastric action 

normalizes G.I. tonus and motility 

prolongs remissions, curbs recurrences 
virtually free from “anticholinergic” side effects 


1 tablet t.i.d. before meals and 1 or 2 tablets at bedtime. PIPTAL is the only 
brand of N-ethyl-3-piperidyl-benzilate methobromide. 


LAKESIDE 
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xCoriation, chafing 
and irritation in 


Samples on request 


DESITIN CHEMICAL COMPANY 
812 Branch Ave., Providence 4, R.I. 
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*“*A GOOD PRESENT DAY ALL-PURPOSE DIGITALIS...GITALIGIN 
---A PREPARATION WHICH HAS A WIDER MARGIN OF SAFETY...’'* 


VISUAL HEART CLINIC —NUMBER ONE OF A SERIES 


RHEUMATIC HEART bISEASE MITRAL STENOSIS AND INSUFFICIENCY 


ROENTGEN CONFIGURATION — Postero-anterior examination— moderate heart enlargement—right ventricular en- 
largement-— prominence of pulmonary artery segment. 


Taker from Write Laboratories’ Technical Exhibit, American Medical Association 105th Annual Meeting, Chicago, June 11-15, 1956. 


Every year since 1950 when Batterman, et al., « Widest safety margin of any currently 
published the results of their study of 230 car- available digitalis glycoside (average ther- 
diac patients, clinical evidence has repeatedly apeutic dose only 1/3 the toxic dose; in 
confirmed the therapeutic advantages of contrast, therapeutic doses of other prep- 
GITALIGIN. arations are approximately 2/3 toxic dose) 


For initial digitalization and maintenance, (2) Uniform clinical potency 
GITALIGIN has proved to be “the digitalis of «s) Moderate rate of dissipation 
choice” for these significant reasons: («) Short latent period 


Patients now being maintained with other cardiotonics can be easily switched to GITALIGIN: 0.5 mg. of 
GITALIGIN is approximately equivalent to 0.1 Gm. digitalis leaf, 0.1 mg. digitoxin, 0.5 mg. digoxin. 


(WHITE'S BRAND OF AMORPHOUS GITALIN 


TABLETS..BOTTLES OF 30. 100. AND 1000 DROPS 30 CC. BOTTLES WITH DROPPER CALIBRATED 
FOR 0.05, 0.1, 0.2, 0.3, 0.4 AND 0.5 MG 


INJECTION 5 CC. AMPULS CONTAINING 2.5 MG. (0.5 MG. PER CC.) OF GITALIGIN, PACKAGES OF 3 AND 12 AMPULS. 


EHRLICH, ARIZONA MED. 12:239 (JUME) 1955. 
White Laboratories, Inc. Kenilworth. New Jersey BIBLIOGKAPHY FURNISHED ON REQUEST 
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ulcer therapy 


provides prolonged relief of ulcer pain.’ 
Kolantyl: 1. Neutralizes acid, 2. Inhibits pepsin, 3. Re- 
lieves hypermotility and spasm through musculotropic 
action, 4. Relieves spasm through neurotropic action, 
5. Forms protecting demulcent, 6. Inhibits lysozyme. 
This combination of ulcer-combating ingredients in pleasant- 
tasting KOLANTYL Gel, or convenient tablets, makes rational 
its use as the medication uf choice in peptic ulcer therapy. 


Ra Information 


Kolantyl 


Gel and Tablets 


Action: 

Bentyl* content affords spas- 
molysis and parasympathetic- 
depressant actions without the 
side effects of atropine. 

Rapid, Prolonged Antacid Relief 
... Balanced antacids — no lax- 
ation — no constipation 

Proven Demulcent Action... 
Helps protect normal cells, en- 
courages cellular repair 


Tom, 


Anti-enzyme Action ... Necrotic 
pepsin and lysozyme action 
checked 


Composition: 
Each 10 ce. of KOLANTYL Gel or 
each KOLANTYL tablet contains: 
Bentyl Hydrochloride 
Aluminum 

Hydroxide Gel 
Magnesium Oxide 
Sodium Lauryl Sulfate. . .25 
Methylcellulose 


Dosage: 


Gel — 2 to 4 teaspoonfuls every 
three hours, or as needed. Tab- 
lets —2 tablets (chewed for 


more rapid action) every three 
hours, or as needed. 
Supplied: 

Gel — 12 oz. bottles. Tablets — 
bottles of 100 and 1,000. 


1. Johnston, R.L.: J. Indiana St. M.A. 46:869, 
1953. 2. McHardy, G., and Browne, D.: Southern 
M. J. 45:1139, 1952 


*Merrell’s distinctive antispasmodic that is more 
effective than atropine—free from side effects of 
atropine.” 


THE WM. S. MERRELL COMPANY 
New York - CINCINNATI + St. Thomas, Ontario 


Merrell 


Pioneer in Medicine 
for Over 125 Years 
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(phenylbutazone GEiGy) 


potent, specific 
anti-arthritic 


Based on an impressive background of achievement attained 
over a period of four years involving both long-term and 
short-term therapy in all the major forms of arthritis, 
BuTAZOLIDIN is recognized as one of the most effective 


anti-arthritic agents currently available. 


relieves pain 
improves function 
resolves inflammation 


BUTAZOLIDIN being ca potent therapeutic agent, physicians unfamiliar 


with its use are urged to send for literature before prescribing it. 


Geiny GEIGY PHARMACEUTICALS, Division of Geigy Chemica! Corporation, New York 13, N.Y. 
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nstipation 


Hospital Report Reveals 


An impertant study 
of chronic 
censtapation ata 
New York hospital 
discloses these 
striking results:* 


Dannon Prune Whip Yogurt 
Successful in 95% of Chronic Cases 
When Taken Every Night for 3 Weeks 


In a group of 194 chronically ill patients, averaging 71.6 years of age, 
regular feeding of Dannon Prune Whip Yogurt produced excellent 
results. Completely normal bowel habits were re-established in 187 
patients, or 95.8°%. They required no laxatives during the period of 
administration. Improvement in skin tone, seborrheic dermatitis, 
intestinal stasis and pruritus ani were also noted. 


Here is a natural, physiological approach which offers an effective solution to the widespread 
problem of faulty evacuation. 


Dannon Prune Whip Yogurt is a smooth, custard-like milk food—highly palatable. Made from 
fresh milk, with about 50% of the butterfat removed, it is low in calories, high in nourishment 
and has the delicious flavor of old-fashioned prune whip. You may recommend Dannon Prune 
Whip Yogurt for your most stubborn constipation cases with the same gratifying results 
described in the above report. Prescribed regimen is to eat one container nightly before bedtime, 


for three weeks. 


Ferrer, F. P., and Boyd, L. J.: Am. J, Dig. Dis., 22:272, 1956 


For literature, write Dannon Milk Products, Inc., 22-11 38th Avenue, Long Island City 1, N.Y. 
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when infection strikes the respiratory tract... 


ILOTYCIN 


(Erythromycin, Lilly) 


provides singularly effective antibiotic therapy, because 


The usual adult dose is 
250 mg. every six hours. 


Available in specially 
coated tablets, pediatric 
suspension, drops, oint- 
ments, and I.V. ampoules. 


¢ Virtually all gram-positive organisms are in- 
herently sensitive 


¢ Allergic reactions following systemic therapy 
are rare 


¢ Bactericidal action kills susceptible organisms 


¢ Normal bacterial flora of the intestine is not 
appreciably disturbed 


732024 


LILLY AND COMPANY + INDIANAPOLIS 6, INDIANA, U.S.A. 
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Annual subscription United States and Canada $6.50. 
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THE NATURE OF DRUGS WITH 
MENTAL ACTIONS AND THEIR 
RELATION TO CEREBRAL FUNCTION * 


Harry H. Pennes 


Director of Clinical Research, Eastern Pennsylvania Psychiatric Institute, Philadelphia, Pa. 


our descendants should ever look back at the present era 
in psychiatry, they would probably call it the age of 
psychopharmacology. Scientific interest in drugs with 
mental actions has been mounting rapidly in the last five 
} to ten years. Meetings, conferences and symposia have 
multiplied in parallel. On the pharmacology of a single drug, chlor- 
promazine, at least 262 papers have appeared between 1954 and 1956. 
Although I am not running for election, | propose nevertheless to take 
the high road tonight. The material to be presented includes the au- 
thor’s clinical experience, research and the consensus of the literature. 
We shall consider some of the newer agents, specifically the tranquiliz- 
ers and hallucinogens. 


Practically every drug in the pharmacopeia may exert a mental 
action under certain conditions, in a broad and non-specific sense. Spe- 
cific psychopharmacological agents are fewer in number. Specificity is 
defined clinically here to indicate that the qualitative action of the agent 
is characteristic and appears regularly at relatively low dosage in most 


* Prepared for presentation October 17, 1956 at the 29th Annual Graduate Fortnight of The New 
York Academy of Medicine. 
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subjects. The tranquilizers and hallucinogens are specific agents in 
this sense. 

First of all, a few words about mescaline and LSD. These two agents 
belong to the group of hallucinogens or psychotomimetics. Single dosage 
of one of these drugs elicits symptoms in normal subjects which are 
clinically similar to symptoms in patients with a naturally occurring 
mental disorder. The reactions include autonomic effects, hallucinations 
and other perceptual disturbances, emotional aberrations, depersonaliza- 
tion, and disturbances of the thought processes. The effects of a single 
dose last six to twelve hours, They have been useful as research instru- 
ments in experimental psychiatry and are also claimed to produce thera- 
peutic effect in some individuals, 

Attempts have been made to explain their actions in terms of bio- 
logically occurring substances. Mescaline is a primary amine with some 
resemblance to epinephrine and norepinephrine. However, its pharma- 
cological actions as a whole cannot be classified as typical of those of 
these sympathomimetic amines. For example, mescaline initiates reflexes 
by chemoreceptor stimulation in heart and lungs, stimulates autonomic 
ganglia and lowers arterial blood pressure on intravenous injection in 
cats and dogs. LSD is lysergic acid diethylamide. Structurally it is a 
member of the ergot alkaloid group, with a lysergic acid nucleus and a 
side-chain similar to that in the ergonovine series. As with mescaline, 
most of the pharmacological effects of LSD provide little information 
on its psychotomimetic action. Information is beginning to appear on 
the disturbances of central neurophysiology produced by both drugs 
but their relationship to the hallucinatory state is obscure. 

The most challenging pharmacological action of LSD noted to date 
is its capacity to antagonize the effects of serotonin. Serotonin, or 5- 
hydroxytryptamine, occurs naturally in various tissues of a number of 
species. In the brain, it is present in highest concentrations in the brain 
stem, particularly the hypothalamus—the same areas in which norepine- 
phrine is concentrated. Its physiological functions are not fully estab- 
lished as yet. With respect to brain, there is initial evidence that it may 
function as a neurohumoral transmitter. LSD exerts a specific and potent 
antagonism to various effects of serotonin, This has been mostly demon- 
strated in peripheral smooth muscle, such as the rat uterus, cat pul- 
monary vessels and other test objects. According to one concept, the 
mechanism of this antagonism between LSD and serotonin is a com- 
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petitive inhibition on an antimetabolite basis. LSD and some of the other 
known hallucinogens contain an indole nucleus in their structure, as 
does serotonin, 

On account of these facts, speculations have arisen that the mental 
actions of LSD and some other indole-containing hallucinogens are 
mediated by antagonism to the action of serotonin normally present in 
brain. Stated in another way, this would mean that the serotonin in our 
brain may help keep us sane. If so, it would follow that certain naturally 
occurring mental disorders may be due to a metabolically induced 
serotonin disturbance. 

There is evidence for and against this particular mode of origin of 
some experimental psychoses and the issue is far from resolved. Sero- 
tonin disturbance in naturally occurring mental disorders is a more 
far-reaching concept and consequently a much more tenuous specula- 
tion. However, these ideas have and are generating much research and 
may have made some penetration into normal brain mechanism, We 
shall pick up the thread again in the discussion of reserpine. 

We turn now to the major tranquilizers. Tranquilization is an ex- 
pression which has recently been introduced into pharmacology and 
clinical psychiatry. The tranquilizer group has also been designated by 
the names ataraxics, phrenotropics and others. Chlorpromazine and 
reserpine are the two best known and most effective; meprobamate 
(Miltown, Equanil) is just about as popular but is less effective thera- 
peutically in highly disturbed states. 

Tranquilization is a descriptive term, It is intended to indicate a 
general reduction of motor activity, emotional calming, reduced hostil- 
ity, anxiety and general excitability to external stimuli, quietness and 
some drowsiness, It is implied that these effects occur without true 
hypnosis or anesthesia, since the subject is easily roused to alert contact 
with the environment. As Dr. Paul Hoch* may tell vou, it is usually 
claimed that the tranquilizers are qualitatively superior to the barbitu- 
rates on the basis of producing less drowsiness, less mental clouding and 
impairment of mentation. This qualitative distinction may ultimately 
prove to be somewhat less clear than now seems apparent. Reserpine 
tranquilization, for example, is quite similar clinically to that produced 
by morphine and by small doses of the long-acting barbiturates. In addi- 
tion, there is a need for more quantitative data to evaluate the amount of 


* Hoch, Paul H. New drug therapy in psychiatry: Clinical uses and abuses in mental disorders. 
Presented at the 1956 Graduate Fortnight and to be published in a later number of the Bulletin. 
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therapeutic action per unit of hypnotic effect for the tranquilizers as 
compared with the sedatives. 

In addition to being a descriptive term, tranquilization has implied 
fundamental differences in the mode of action of the newer drugs as 
compared with standard sedatives. 

Chlorpromazine and reserpine have very dissimilar chemical struc- 
tures. Chlorpromazine is a synthetic phenothiazine derivative with about 
1000 Or sO congeners; its structure is similar to that of certain potent 
antihistaminic agents but chlorpromazine itself has only weak antihista- 
minic activity. Reserpine is a complex alkaloid of the Rauwolfia species; 
it also has a large number of congeners and is quite similar to yohimbine 
in structure and pharmacological actions, Both chlorpromazine and 
reserpine may be said to have no effects, merely side-effects. There may 
be some truth in this quip because their properties are so numerous and 
complex. In spite of their chemical dissimilarities, the two drugs have 
certain common properties in addition to the tranquilizing action. These 
may be summarized briefly as follows: depression of diencephalic ac- 
tivity; disturbance of the temperature regulation mechanism; hypo- 
tensive action; the production ef parkinsonism-like syndromes; local 
anesthetic action; and various hormonal dysregulations. 

Chlorpromazine has effects not exhibited by reserpine. These in- 
clude: potentiation of the effects of analgesics, hypnotics and narcotics; 
weak adrenergic blocking and sympatholytic action; weak antihistaminic 
activity; liver toxicity; and a strong antiemetic action. The significant 
point is that tranquilizing action is not correlated with or easily explained 
by any of these properties so far, 

The type of action on the autonomic system differs. Reserpine 
strongly reduces sympathetic outflow to the periphery by virtue of its 
diencephalic depressant activity. The resulting picture is therefore one 
of relative parasympathetic dominance. Many clinical effects of reserpine 
are explainable on this basis: the hypotensive action, bradycardia, facial 
flush, nasal stuffiness, miosis, and increased gastrointestinal activity with 
diarrhea, Chlorpromazine has significant autonomic actions but these 
are more diversified and do not produce a shift in general autonomic 
balance. 

There is a considerable amount of information available on the auto- 
nomic actions, particularly with reference to Dr. Page’s* territory, the 


* Page, Irvine H. A clinical evaluation of antihypertensive drugs. Presented at the 1956 Graduate 
Fortnight and to be published in a later number of the Bulletin. 
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cardiovascular system. I shall remove myself from that territory with 
the simple statement that the autonomic effects of both drugs do not 
show a 1:1 correspondence with their tranquilizing action. This state- 
ment is true for practically all drugs which have autonomic and mental 
effects because of the complicated interrelationships between these two 
sets of actions, There is some interesting indirect evidence that the 
depression of central sympathetic centers by reserpine is a mechanism 
which is separate and discrete from its tranquilizing action. 

This leads us to a possible explanation of the tranquilizing action on 
the basis of other known central mechanisms. 

Neither drug produces the low voltage, fast activity in the EEG 
which is so characteristic of small doses of the barbiturates and other 
sedatives. With larger doses, chlorpromazine produces a normal sleep 


pattern in the EEG whereas the effects of reserpine are more varied. 
Both drugs have been reported to exert an action on the brain stem 
reticular activating system. There is an impressive amount of evidence 
that the activating system is related to level of consciousness. Stimulation 
of the system produces alert, aroused behavior in animals; lesions pro- 


duce lowered consciousness and responsiveness, The corresponding elec- 
trocorticogram is characteristic for each state. Chlorpromazine in ani- 
mals depresses the ascending portion of the reticular activating system. 
This property in itself would explain the somnolence but not necessarily 
the entire tranquilizing effect, since reticular system level of activity 
has not been shown yet to correlate with emotional states, One research 
group has also found that rather high doses of chlorpromazine stimulate 
the activating system. 

Rather unexpectedly perhaps, reserpine has definite excitant actions 
on the central nervous system of animals, The drug stimulates the reticu- 
lar activating system; it lowers the threshold for electrical stimulation of 
the limbic system and the seizures become more prolonged and power- 
ful; it lowers the threshold for convulsions produced by transcranial 
electrical stimulation (electroshock); and increases monosynaptic spinal 
reflexes. 

If reserpine does stimulate the reticular activating system in man, 
the expected effect would be in the direction of behavioral arousal. Its 
tranquilizing effect would then have to be explained by another con- 
current action, probably depression of the hypothalamus, Bilateral 
hypothalamic lesions in cats and monkeys produce a somnolent state 
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similar to that produced by reserpine and chlorpromazine in man. It is 
classic to regard the hypothalamus as an autonomic and somatic motor 
coordinating center for the flight-fight reaction. Both drugs probably 
depress hypothalamic function. Some of the evidence is as follows: their 
suppression of sham rage in decorticate animals; disturbance of temper- 
ature regulation; and the various endocrine changes which may be 
initiated at the hypothalamic level. At usual dosages, reserpine is a 
weaker hypnotic than chlorpromazine, probably because of the com- 
pined reticular activating stimulation and hypothalamic depression by 
the former drug. There is also evidence that chlorpromazine depresses 
the activity of the limbic system in animals; this system is probably 
normally involved in emotional reaction to the environment. 

Both drugs affect the cerebral cortex directly, although this action 
is difficult to disentangle from the interaction of cortical-subcortical cir- 
cuits. Chlorpromazine suppresses certain conditioned reflexes in doses 
which do not affect responses to unconditioned stimuli, The drug also 
appears to increase the degree of inhibition exerted by the cortex on the 
hypothalamus. 

Although both drugs produce parkinsonism-like syndromes in some 
subjects, conversely they may reduce tremor and other involuntary 
movements when administered in cases of extrapyramidal disorders. The 
theories for this apparently paradoxical set of actions involve the inter- 
relationships between the reticular activating system and extrapyramidal 
nuclei, and are of course highly speculative. 

The most challenging biochemical aspect of reserpine action is its 
relationship to brain serotonin, According to the research group at the 
National Institutes of Health, the central actions of reserpine are med- 
iated through serotonin. Normally, serotonin is considered to exist in a 
bound state. After administration of a single dose of reserpine to animals, 
a profound drop occurs in the first 24 hours in the concentration of 
brain serotonin which then slowly returns to normal after a six to seven 
day period. The amount of decrease in brain serotonin depends on the 
amount of reserpine administered, but a drop is still measurable with 
dosages in the range of those used in human therapy. Along with the 
decrease in brain serotonin, there occurs an increase in the urinary ex- 
cretion of 5-hydroxyindole acetic acid. This latter compound is a break- 
down product of serotonin, It arises from action of the enzyme, amine 
oxidase, on the serotonin which has been released from the bound state. 
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Serotonin levels in the intestinal tract and blood platelets also fall after 
a single dose of reserpine. The drug would therefore appear to be a 
general releaser of serotonin from the bound state in the body depots. 

Certain findings appear to indicate that the level of serotonin in the 
brain is correlated with behavior. When rabbits are given reserpine 
alone, they are sedated. The free form of brain serotonin is presumably 
at a low level. When reserpine plus amine oxidase inhibitor (Marsalid) 
are given together, the animals become hyperactive, have dilated pupils 
and other signs (which are also present after independent administration 
of LSD). Because destruction by amine oxidase is inhibited, it is deduced 
that free brain serotonin which has been released from the bound state 
by reserpine may be at a high level. In concordance, if large amounts 
of serotonin precursor (5-hydroxytryptophane) are administered alone, 
the animals show the same symptoms that follow administration of 
reserpine plus amine oxidase inhibitor. 

According to the N.I.H. group, other therapeutic agents such as 
barbiturates and chlorpromazine do not have effects on brain serotonin. 
There is some preliminary evidence that reserpine in man causes in- 
creased urinary excretion of 5-hydroxyindole acetic acid. 

The results of the N.I.H. group, therefore, show a provocative rela- 
tionship between three substances, all of which contain the indole 
nucleus: LSD, serotonin, and reserpine. There are many issues, however, 
that need clarification. These include the possible relationship of the 
N.LH. findings to the earlier theory of LSD action by competitive 
inhibition of serotonin on an antimetabolite basis. The jig-saw puzzle 
is disturbed by the findings of another group, namely: that very low 
doses of LSD (and mescaline) facilitate rather than antagonize serotonin 
contraction of rat uterus, whereas both reserpine and chlorpromazine 
antagonize this effect. It is also possible that the lowering of brain sero- 
tonin may be coincidental rather than causally related to the therapeutic 
effect of reserpine. And even if there should be a direct relationship, the 
actual role of brain serotonin in the etiology or pathogenesis of the 
mental disorders still remains an open question. 

The central actions of meprobamate have received less study than 
those of reserpine or chlorpromazine. Meprobamate is a simple carba- 
mate structure and is not correlated chemically with either chlorpro- 
mazine or reserpine, This fact makes any theory about competition of 
these three drugs for a single receptor site most unlikely. Meprobamate 
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also differs pharmacologically in many respects from chlorpromazine 
and reserpine. Its most specific neuropharmacological action is a depres- 
sion of polysynaptic spinal reflexes, Parkinsonism-like symptoms have 
not been described on administration to man, It does not antagonize 
stress and anxiety reactions in monkeys or rats. It does produce signifi- 
cant changes in autonomic functions and has a rather pronounced pro- 
tective effect on electroshock seizures in animals, Meprobamate poten- 
tiates barbiturate sleeping time in mice (as do reserpine and chlorpro- 
mazine). It has no effect on serotonin release from the central nervous 
system, 

Some other tranquilizers introduced more recently are promazine 
and frenquel. Their clinical effectiveness is not fully established as yet. 
The neuropharmacology of frenquel is still in the developmental phase 
and the most recent clinical evaluations indicate that its therapeutic 
action is quite capricious, 

It is apparent then that there are discrepancies between the tranquil- 
izing capacity and pharmacodynamic effects of the drugs that have been 
discussed. This discrepancy is highlighted by the fact that both reserpine 
and chlorpromazine have a common, wide spectrum of clinical indica- 
tions. Further obvious difficulties arise because chlorpromazine and 
reserpine may both intensify psychotic states in a fair number of patients. 

What about the future? Chlorpromazine and reserpine can each be 
related to larger groups of known drugs, both in the chemical and 
pharmacodynamic sense. Further experimentation will probably be 
guided by this knowledge in clarifying mechanisms and selecting more 
effective compounds for trial. In particular, the refinement of the tran- 
quilizing action and its separation from other discrete mechanisms is an 
immediate goal, This will depend in part on the increase in knowledge 
about the underlying neurophysiological and biochemical mechanisms 
of brain function. Work in behavioral laboratories should provide the 
necessary interactional psychology, without which the total effects of 
drug administration cannot be explained. 

In a word, after science has moved on, our descendants will then be 
able to decide whether the age of psychopharmacology was worth it all! 
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THE ABUSE OF THE PSYCHOLOGICAL 
IN PRESENT-DAY CLINICAL PSYCHIATRY* 


Grecory ZILBOORG 


GseseseseSeSeome 15 OF 20 years ago I ventured to suggest that ours is a 


i psychological age. By this I meant to say that toward 

S i the end of the 1gth Century our scientific interests had 

7 turned from systematized, quasi-biological and physio- 

|, logical psychiatry toward more or less purely psychologi- 
cal theories. 

As a matter of fact, this turn from tangible and measurable determin- 

ism toward psychological dynamics (whether speculative or empirical) 

could be easily observed not only in the development of psychiatry but 


also in sociology and later on in anthropology. This psychological 
interest of ours seems to have begun to develop under the influence 
of Adler and Jung, and pre-eminently under that of Freud. The coming 
of age of cultural anthropology in our time is a very good illustration 
of this psychological pathway into which many a scientific discipline 
has moved during the past half-century. 

To ascribe it all to Freud, Jung and Adler would be a serious mis- 
take, of course. Even in the United States, which seemed far removed 
for a while from the inspirations of a Schopenhauer or a Nietzsche, and 
which was glorying in the empirical and utilitarian successes of its 
industrial development, we could observe the coming of this psycho- 
logical age despite the purely positivistic and pragmatic popularity of 
Spencer and William James, The founder of sociology in America, 
Lester F. Ward, sensed the importance of the “psychic factors in civili- 
zation” long before Freud’s early writings reached the shores of 
America, and long before the role of psychological dynamics in the 
field of psychiatry, or social psychology, began to be recognized. 

I do not think it is an exaggeration, however, to say that our psycho- 
logical age shows pre-eminently the influence of Freud. The emphasis 
on Freud should not be laid at the door of the writer simply because 
© Presented before = combined meeting of the Section on Neurology and Poychiatry of The New 
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he happens to be a Freudian. It so happens that the passage of time has 
diffused to a considerable extent the influence of Adler and Jung. 
Adler was absorbed, so to speak, and assimilated by a variety of socio- 
logical trends, and as a result of many factors inherent in any purely 
sociological hypothesis his contributions seem to have faded out of—or 
if you wish faded into—the general, total picture of present-day clinical 
psychopathology and psychiatry. As to Jung, despite the latter’s great 
depth of vision and keen intuition, his influence too seems almost to 
have dissolved as far as psychiatry is concerned. Perhaps the reason for 
this is to be sought in Jung’s philosophical horizon and metaphysical 
bent, for in Jung’s case both seem to move away from individualization 
toward the collective, the general, the common denominator, A common 
denominator, no matter how brilliant and even correct, cannot easily 
survive in clinical psychiatry, because clinical psychiatry, particularly 
that of today, more than at any time throughout its history is individual- 
istic, and it genuinely respects the individual, the personality of the 
patient, the indivisibility of the human person. 

It is this particular type of individualism, more than any other 
element of Freudian psychoanalysis, that is responsible for the deep 
influence that Freud has exerted and is still exerting on clinical psychi- 
atry. For, from this point of view, it matters little whether a given 
psychiatrist accepts or rejects the hypotheses dealing with the Oedipus 
complex, the feminine castration complex, or even the topographic 
scheme of the personality. What matters here is the integral view of 
the human person and the latter’s capacity to assimilate and integrate 
a variety of impulses or impacts coming from within or from without 
the human personality, What is usually and colloquially in present-day 
psychiatry called “the emotional life of the individual” represents that 
ebb and flow of integrative processes within the ego of the person 
whom we happen to be considering. It goes without saying, of course, 
that in this so-called psychiatric, colloquial sense of the word, “emo- 
tional” conveys the meaning of the unconscious emotional elements 
of the person. 

Being concerned here primarily with medicopsychological, clinical 
issues which psychology is called upon to meet, we must observe the 
following: 

The fact that ours is a psychological age is incontestable. Yet there 
are signs that a considerable change is taking place in the character of 
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this psychological age. In 1940 we knew or spoke little of “battle 
fatigue,” or “narco-synthesis,” or—what is worse—“narco-analysis.” 
During approximately the last decade and a half we seem to have shifted 
away from the pathway of so-called “pure psychology” and have 
drifted, imperceptibly but relentlessly (under the pressure of war, 
perhaps), into a form of pharmaceutic interference with clinical condi- 
tions, I state these facts more from the standpoint of the historical 
perspective than from the viewpoint of a partisan of any given point 
of view. Only the future will decide the worth of drugs, electrotherapy 
or psychosurgery. 

What matters here is the recognition of the fact that our psychologi- 
cal age, while standing on a psychological platform, does resort to the 
use of a number of nonpsychological agents with increasing rapidity 
and increasing intensity. It is the rationale for the use of the various 
drugs that makes it quite evident that we are still in a phase of a 
psychological age. For one seldom hears claims that the newer drugs 
and other agents possess specific curative properties. We call them 
mostly “tranquilizing” drugs—which means that they have some sort 
of psychological effect and make the patients “less difficult to handle,” 


as the saying goes: less annoying to those who are in charge of them. 
The claim is therefore made that such drugs, or some of them, and 
some other physical agents like electric shock, are valuable adjuvants 
in that they “make patients more amenable or even more accessible 
to psychotherapy.” 


Let us not forget that some 140 years or so ago the tranquilizing 
drugs of the day were considered as psychological agents merely 
because they seemed to produce a psychological effect on patients. 
Important and significant and even instructive as this historical parallel 
might be, it would be foolish to assume that we are as devoid of 
psychological insight into the problems of our patients as Heinroth and 
Reil were when they relied so much on the tranquilizing drugs of 
their day. The present-day perspective becomes a little blurred when 
we take into consideration this historical parallel. 

Let us assume that under the influence of these drugs our psychiatric 
patients do become more pliable, less adamant, less cantankerous—does 
it all really mean that they become more accessible to psychotherapy? 
Is the psychotherapeutic accessibility to be measured by the patient’s 
compliance? What does this particular accessibility mean? It means 
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not only compliance—it may mean no compliance at all—but it must 
also mean that the patient’s ego organization is able to meet our psycho- 
therapeutic efforts half-way, to ingest, so to speak, and to assimilate, 
to integrate that which is offered the patient in psychotherapy. 

The striking thing about the whole problem, which I must admit 
still requires considerable exploration and illumination, is the fact that 
in the course of the past two decades or so, particularly since the last 
war, the patient seems to be considered as a passive being who 1s present 
to receive, to accept, to take what is offered with few if any questions. 
True enough, we do not say this in so many words, but our medico- 
psychological language underwent sufficient change to reflect this 
newer postwar attitude. We speak, for instance, of patients being 
given psychotherapy, as if psychotherapy were some sort of pill. 

Then too, we seem to lose sight of the fact that any drug, if 
administered in sufficient full physiological doses, impairs the elasticity 
and the general capacity of the ego organization and therefore impairs, 
no matter how temporarily, the full and free functions of the human 
ego. Reserpine might have a unique and even dramatic effect on many 
patients but, speaking in purely pharmacological and physiological 
terms, will a patient who is under a drug like reserpine have enough 
epinephrine and sufficient blood pressure, so to speak, when called upon 
to meet a life situation of moderate severity? If this situation arises from 
without, the patient may prove too “tranquilized” to master it; should 
it be coming from within, how could he solve the arising conflict? 
Without the drug he could not do it, because his ego proved too 
weak and therefore he became ill; with the drug the ego is too dulled 
and consequently, as far as his problems are concerned, he can do no 
more than he did without it. 

Let us make one thing clear: | am not an opponent of the use of 
certain modern drugs; I am merely opposed to coupling their usage 
with the idea that they are excellent adjuvants to psychotherapy. It 
should be a postulate to every psychotherapist that without full partici- 
pation of the ego forces available to our patients, psychotherapy becomes 
but a word. It is from this point of view that I consider that psychology 
is much abused, if it is made to fit our psychotherapeutic wishes in the 
light of our medicamentous propensities. It is a pity, of course, that 
in the field of drugs no such work has as yet been done as that of 
Kurt Goldstein in the field of electroshock therapy; Goldstein proved 
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how erroneous were the views of those who mistook the apparent 
social improvement following electroshock therapy for a real improve- 
ment in ego functions. 

As long as we remain on the level of purely empirical procedures, as 
medicine and surgery always have done, we can hardly find objections 
to the use of “anything that works” provided of course such use does not 
endanger the life of the patient and of those around him. However, 
the legitimate use of whatever remedies medicine may stumble upon 
empirically may not claim such purely psychological territories as 
“helping the transference,” or “becoming more accessible to psycho- 
therapy.” Any such claim represents a form of abuse of the psycho- 
logical, a sort of unnecessary bow to the tradition of our generation 
which seems to bestow psychiatric respectability only if we speak in 
psychological terms even of the simplest or crudest pharmacological 
procedures. 

As I have already implied, the approach to psychological therapy 
seems to have changed of recent years. The autonomous nature of the 
human personality, that personality’s active participation in any psycho- 
therapeutic process, even if part of it remains unconscious temporarily, 
all these important, dynamic ingredients of psychotherapy seem to be 
either overlooked or disregarded or, what is worse, reduced to purely 
intellectual, or verbal levels. 

This represents a certain lowering of the scientific and even the 
intellectual level of psychotherapy—which is a phenomenon as para- 
doxical as it is disquieting. For is it not paradoxical that during a 
psychological age, which was leavened by the psychology of the uncon- 
scious and by Freudian psychoanalysis, the methods of psychological 
therapy should appear less disciplined, more diffused and, let us say 
the word, less scientific than half a generation ago? The paradox 
becomes even more striking if we bear in mind that this apparently 
retrogressive development of psychological therapy is taking place 
at a time when the number of psychotherapists has increased almost a 
thousandfold as compared with less than a generation ago. Moreover, 
the official training standards seem to have become stricter, the educa- 
tional requirements more stringent. It would be an error to insist that 
since educational requirements for the specialty of psychiatry have 
become more strict, the psychotherapy which is prevalent today must 
automatically be considered better. It is an admitted fact that psycho- 
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therapy is in a state of diffusion and that it lacks true scientific disci- 
pline; it is further known that psychotherapy is practiced officially and 
under various guises by a host of nonmedical people of various degrees 
of low psychological and lower clinical horizons, to say nothing of 
the great variety of educational backgrounds, The phenomenon as a 
whole both asserts and rejects the value of psychology. The assertion 
is made through the ever-increasing popularity of psychotherapy (“the 
use of psychological methods of treatment”); the rejection, or denial, 
of the value of psychology is made apparent by the fundamental lack 
of scientific and educational discipline in the field. 

Before even a partial attempt is made to seek an answer as to why 
this should happen to be so, one must turn for a moment to that field 
of psychotherapy which has left the deepest imprint on psychological 
methods of treatment—I mean psychoanalysis. In the field of psycho- 
analysis, too, it is not difficult to discern the retrogressive trends 
of which I have spoken. First of all psychoanalysis, by the time it 
reached these shores, had already become a movement; it was not a 
movement within or outside medicine, but rather an extra-medical 
movement. And while it is true that the formal requirements of some 
psychoanalytic groups are couched in terms of medical requirements, 
the number of nonmedical and nonclerical groups, official and unofficial, 
seems to be mushrooming quasi-independently without the public being 
at all aware of the differences. | don’t think I am an exception, nor do 
I think my experience is exceptional; yet | am always impressed in an 
embarrassed sort of way with the fact of how often patients ask me: 
“Are you a medical doctor, too?” Even among the so-called educated 
classes, psychology and medicine are separate and independent fields. 
It is true that the development of traditional, or as some call it, classical 
psychoanalysis brought within its scope sociology, anthropology and 
philosophy; this has enriched our understanding of medical psychology, 
but this does not make psychoanalysts out of sociologists, anthropolo- 
gists, philosophers, vocational trainers, psychologists, or marriage coun- 
selors—any more than good chemists and physicists, whose contributions 
to medicine and surgery are undeniable, become medical men by 
virtue of their special knowledge of physics or chemistry. 

Thus, in the field of psychoanalysis one observes little factual inte- 
gration of this discipline with medicine. And at the same time, particu- 
larly during the last fifteen years or so, there has developed a tendency 
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to overweigh the whole field of psychoanalysis with theory at the 
expense of strictly clinical considerations, The notable exceptions are 
few even though notable, and they only emphasize the fact as stated. 

No wonder, therefore, that in recent years no substantial new con- 
tributions have been made to our knowledge of psychiatric clinical 
phenomena, and that the field of medical psychology seems at times 
almost blurred by theoretical, deductive propositions—as if medical 
psychology had begun to show a tendency to retrogress to its original 
source, to general philosophy. While it is true that no truly human life 
is possible without an underlying philosophy of life, spoken or unspoken, 
conscious or unconscious, a medical psychology which returns to 
philosophy becomes diluted and diffused. 

We can now consider briefly the question as to why all this came to 
pass. No attempt will be made here to find a socio-philosophical and 
psychological and careful historical analysis of the problem, This task 
ought to be entrusted to the future worker who will command more 
knowledge and greater perspective than we have, standing as we do so 
closely to the facts under discussion. 

However, the inescapable fact before us is this: Psychiatry (and 
therefore medical psychology) is a highly individualistic discipline, It 
not only recognizes the principle of the autonomy of the human per- 
sonality, it practices it. Without practicing it, it stops being psychiatry. 
Psychoanalysis represents both the greatest recent contribution to and 
the clearest expression of the conviction that “man is the measure of all 
things,” that the human person cannot be lost sight of without our losing 
the very essence of psychotherapy. 

The war and the urgencies it created brought into play masses of 
people, consciousness of mass movements, disindividualization of our 
approach to our tasks, This alone was an enormous factor in doing in- 
jury to psychotherapy, because it is most difficult to pay heed to the 
individual when the urgent problems of the day are couched in terms 
of mass movements. A kind of flight from the individual, from the per- 
sonal developed; this flight manifested itself under various guises: “There 
is so little time”; “We must develop shorter procedures—less lengthy 
ones, at any rate”; “We are not what we are unless we are members of 
a group.” Hence “group therapy,” or “group psychotherapy.” 

Combined with this disindividualization, if not intimately related to 
it, is the above-mentioned loosening of the ties between psychotherapy 
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and medicine. There has never been a medicine or a surgery without a 
specific person to be ministered to. You cannot even give an enema to, 
still less remove an appendix from, a statistical datum, it is a human 
person that medicine must deal with, or there is no medicine at all. 

Thus although the efflorescence of medical psychology during the 
past 50 years coincided with the increased recognition of the value and 
significance of the human individual, at the same time, under the pressure 
of the events of wars and several revolutions, the value of the individual 
fell sharply on the morally questionable stock exchange of material 
human achievements in terms of power. In these wars and revolutions 
not only did many human beings die, but at no time in history, not 
even in the years of pestilence of the 14th Century or the years of burn- 
ing of witches in the 16th and 17th Centuries, were so many people in 
proportion killed or otherwise exterminated. The value of human life 
having fallen, the value of the individual fell too. Thus the very back- 
bone, the very spirit of medicine and particularly of psychological med- 
icine weakened during the past half generation, and it is for this reason, 
if for no other, that the inner ties between psychology and medicine 
became loosened. 

I have deliberately failed to mention here the development of psy- 
chosomatic medicine, a development which at first sight seems to refute 
the thesis defended here. I should prefer to limit myself merely to 
hazarding the opinion that psychosomatic medicine is a passing phe- 
nomenon which is but a reflection of the shifting sands of medical 
history. Psychosomatic medicine is but a by-product of our age, and 
far from refuting, it confirms my thesis. It demonstrates that we are 
living in a psychological age, and it also demonstrates that medical 
psychology has somehow lost its medical direction and drifted into a 
sort of hyphenated existence which makes it not enough psychological 
to be psychiatric and not enough medical to stand on its own, Here too 
it is the psychology of diseases that we have drifted into, rather than the 
psychology of individuals who are ill. 

Moreover, it is doubtful whether psychosomatic medicine, based as 
it is on the dichotomy of soma and psyche, could by its very nature 
serve the purpose of keeping the integrated unity that is a human 
person, unified and integrated. 

One last word. The thesis presented here might well give the im- 
pression of undue pessimism, I must admit that there is little to rejoice 
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about when one contemplates the lessening of the value of the human 
individual and how this begins to show itself in the field of medical 
psychology. On the other hand, this is but one side of the picture, and 
it is only this side that I have chosen to dwell upon and to point out here. 

As our awareness of this becomes greater and clearer, the main trends 
of medical history cannot help but reassert themselves and reinstate the 
value and the autonomy of the human individual. This is impossible, 
of course, without a considerable moral regeneration, but one should 
never forget that throughout the ages medicine has never failed in such 
moral revival, even though it has frequently been swallowed by the 
elemental outbursts of historical catastrophes. It was thus during the 
13th Century, it was thus during the 16th, and it will thus be in this 
or the century ahead of us. 
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MODERATOR ROBERT S, HOTCHKISS: The problem of prostatic obstruc- 

tion is one of the inevitable consequences of aging and every man of 
advanced years is either confronted with the symptoms or is concerned 
about the possibility of having them. It becomes important, therefore, 
that all physicians give good counsel and advice to their patients and be 
familiar with some of the more recent attitudes in the management of 
prostatic difficulties. There is no established single cause of benign 
prostatic hypertrophy, but numerous thoughts have been advanced to 
explain such enlargement. Dr. Marshall, will you give your views on 
the effect of sexual activity as a possible cause for benign prostatic 
hypertrophy? 

DR. VICTOR F. MARSHALL: There are those who think that excessive 
sexual activity has something to do with the causation of benign pro- 
static hypertrophy. There are others who think that too little sexual 
activity causes it! Actually, | don’t believe there is any real evidence to 
suggest that sexual activity is significantly related to the causation of 
benign prostatic hypertrophy. 

MODERATOR HOTCHKISS: The endocrines have been accused of being 
responsible for enlargement of the prostate. Dr. Brendler, what is your 
opinion as to the causes usually concerned with benign prostatic 
hypertrophy? 

DR. HERBERT BRENDLER: The effect of the endocrines on benign 
hyperplastic overgrowth of the prostate is still pretty much of a research 
problem today, It is attractive to postulate that the testes may be respon- 
sible for benign overgrowth of the prostate, inasmuch as the normal 
prostate depends upon the testes for continuing viability and function. 
However, no proof has ever been presented to indicate that the testes 
per se, or some form of hormonal imbalance, are responsible for benign 
overgrowth of the gland. 

MODERATOR HOTCHKIss: Dr. Senger, do you subscribe to the theory 
that pre-existing infection causes enlargement of the prostate? 

DR. FEDOR L, SENGER: In my opinion, although you find infection 
microscopically in all adenomas, infection itself has absolutely no bear- 
ing on the causation of prostatic hypertrophy. 

MODERATOR HOTCHKIss: /t is apparent that we have not established a 
specific cause of prostatic hypertrophy. Dr. Lattimer, do you have any 
additional remarks to make? 

DR. JOHN K, LATTIMER: I do agree in principle with everything that 
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has been said as to the cause. Basically we don’t know the cause of 
hypertrophy. Certainly infections, venereal infections for example, have 
no bearing on the incidence of subsequent hypertrophy. I think Dr. 
Brendler’s statement that hormonal imbalance is the probable cause, is 
the most likely explanation for the hypertrophy which comes with 
advancing years. Certainly, we do know that two factors are always 
present,—first, time; and second, the presence of the male sex hormone. 
These are the only two constant factors. Perhaps as the ratio of andro- 
gen to estrogen production in the body changes, hypertrophy begins 
although we do not yet know the exact mechanisms involved. 

MODERATOR HOTCHKISS: Perhaps we can summarize this discussion 
on factors which may cause benign prostatic hypertrophy in the words 
of one urologist who said that the only things known about this are 
“Time and Testes.” 

Dr. Marshall, what is your opinion about the function of the 
prostate? 

DR. MARSHALL: I think the only function of the prostate is to provide 
a supporting vehicle for the sperm, It has been thought by some that it 
might also have an internal hormonal influence on the body but that has 
never been shown, Certainly no changes in that direction seem to occur 
when the prostate has been completely removed. 

MODERATOR HOTCHKISS: Then you would say that removal of the 
prostate does not necessarily cause disturbance of hormonal balance? 

DR. MARSHALL: That is correct, as far as I know. 

MODERATOR HOTCHKISS: Let us now discuss the indications for sur- 
gery. Dr. Senger, what symptomatology would lead you to suggest the 
possibility of benign prostatic hypertrophy? 

pr. SENGER: I think the symptomatology for surgery for prostatic 
hypertrophy depends a great deal on the individual patient and the 
patient’s tolerance. As we all know, the common complaints are fre- 
quency, urgency, dysuria and failure to empty the bladder. In many 
older men the first definite sign that they notice is hematuria. I get the 
impression from many of my patients, that a great many older men 
expect urinary difficulties in the process of aging. They do nothing 
about it until such time as it becomes intolerable. | believe the symptoms 
should be investigated and taken care of long before they reach this 
stage. In other words, | think it is the function and the duty of the 
family physician to impress on his patient that the symptoms we have 
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just mentioned are of great consequence and not the natural process 
of aging. 

MODERATOR HOTCHKIss: Dr. Lattimer, how would you advise a man 
who is known to have a greatly enlarged prostate, yet is without 
symptoms? 

DR. LATTIMER: If the patient has none of the symptoms which Dr. 
Senger has mentioned, then the fact that the physician, in doing a physi- 
cal examination, discovers an enlarged prostate gland does not necessarily 
mean that an operation should be advised, Sometimes the prostate grows 
to tremendous size without causing trouble. Recently we had a gland 
weighing 300 gm. which gave the patient absolutely no symptoms be- 
cause the enlargement had taken place in the lateral lobes only. The 
growth had been laterally, away from the urethra, There was a deep 
cleft left between the two lobes, with no middle lobe rising up in the 
middle as a barrier, and the patient was able to urinate perfectly well, 
even though the prostate had achieved an excessive size. On the other 
side of the coin is the fact that once the prostate does begin to enlarge 
and once this is detected on routine annual physical examination, one 
can pretty well predict that it will continue to grow larger as time goes 
on, Here you might consider the family history of the patient who may 
tell you that his father or his brothers have had to have prostate opera- 
tions at a certain age, You can then alert him to the fact that he may 
develop symptoms rather suddenly and that they may be of quite serious 
importance because his prostate is already large. At this point the patient 
may well bring up the question of a prophylactic removal of the pros- 
tate gland, anticipating the trouble that he has seen develop in his father 
or his brothers. In these circumstances you may have some basis for 
agreeing with him that, since difficulty is likely to arise sooner or later 
anyway, perhaps it would be better to have it removed at his conven- 
ience in his own home town. Otherwise he may be caught in some 
distant spot where operation would be a great inconvenience and per- 
haps a hazard. I have in mind, for example, those men who in age group 
60-65 are about to take a trip around the world, Their symptoms may 
not amount to much at the moment, but they know there is a possibility 
that trouble may catch up with them later on. Our policy is not to urge 
operation upon them but to agree it may very well become necessary 
later. But to answer the question directly, rhe mere fact that the prostate 
is large is not of itself an indication for operation. 
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MODERATOR HOTCHKISS: May I ask whether you believe that the 
amount of hypertrophy is directly related to the amount of residual? 
In other words, is it possible that a small degree of hypertrophy may 
produce many symptoms, and a large amount of hypertrophy may cause 
very few symptoms? 

DR. LATTIMER: There is not necessarily any correlation between the 
degree of obstruction or severity of the symptoms and the size of the 
gland. The gland may be small and the symptoms severe, or it may be 
large with absolutely no symptoms, | think the important matter is the 
amount of residual urine which you have mentioned. 

MODERATOR HOTCHKIss: Dr. Marshall, we would like to know what 
importance you place on the amount of residual urine. Does this in- 
fluence one in deciding upon surgery? ls the amount of residual directly 
proportionate to the intensity of symptoms? 

DR. MARSHALL: The determination of residual is an important matter, 
not only to help decide whether operation should or should not be done 
but also in order to provide some indications as to type and timing pro- 
cedures, Residual urine is what remains at a time when the urinary tract 
should be empty. It is very important to test for it properly. In the 
office, many patients may not spend enough time trying to empty their 
bladders. It is wise and appropriate to tell the patient, “We want you to 
pass all of your urine because then we are going to test and see if any- 
thing is left behind.” Then you catheterize the patient. A few minutes’ 
delay does not make much difference but one should not wait for a half 
hour. Normally there is no residual urine or only a few cubic centi- 
meters that might have accumulated during the period that you have 
been preparing for this procedure. | am sure you appreciate that the 
bladder can be obstructed and by compensating, working harder, it can 
still empty itself if the obstruction is only partial, as most prostatic 
obstructions are, In the beginning the patient is able to void and empty 
his bladder by compensating, but later the bladder no longer becomes 
empty. In other words, if, after being properly tested, the patient has 
residual urine, he is not only obstructed but is also decompensated. If 
the bladder is decompensated one is more inclined toward operative cor- 
rection than if it is not. One does not always operate to remove obstruc- 
tion just because of residual urine. Of course there are other indications 
and contraindications for operation but the amount of residual urine is 
an important factor in influencing the decision. 
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It should also be noted that, sooner or later, residual urine becomes 
infected. The urine presents a favorable medium for the growth of 
various organisms,—it is liquid, it contains nutrient materials and its 
location within the body provides the environment of an incubator. 
Furthermore, when residual urine is present, the patient is not able to 
void the organisms and one of the more serious problems of prostatism, 
infection, is now superimposed, With an increasingly large residual 
urine, back pressure on the kidneys also tends to develop, so the two 
most common destroyers of renal function, obstruction and infection, 
have begun to work, It is my opinion that serious consideration must 
be given to the removal of the obstruction in those persons showing 
large residual urine. 

MODERATOR HOTCHKIss: Dr. Marshall, may 1 ask you if there is any 
danger in passing a catheter to determine the amount of residual and 
if so, are there any precautions that may be taken to avoid complica- 
tions? A second question that deserves an answer concerns an alternate 
means of estimating residual urine by using intravenous pyelography. 

DR. MARSHALL: Yes, there is some danger in passing a soft catheter, 
but it is not very great if it is done gently and with cleanliness. It is 
good practice to give the patient some mild antiseptic drug, such as 
Gantrisin, for a day or so afterward, Also, if residual urine is present, it 
is advisable to instil a weak antiseptic, such as 1:5,000 silver nitrate, 
which would have a bacteriostatic effect on the residual urine at least 
for a time. Various stiff catheters and sounds are much more likely to 
cause trauma than a soft rubber catheter. [ think that catheterization is 
the most exact way to determine the residual. 

Dr. Hotchkiss has also mentioned the possibility of estimating the 
residual urine at the time of intravenous pyelography, If one waits until 
kidney function has produced enough contrast media in the bladder, 
you can then have the patient void, return at once, and take another 
film to see how much dye is left in the region of the bladder, This gives 
a rather good approximation and is completely atraumatic to the patient 
except for the intravenous injection of the contrast media. We use the 
method often. 

MODERATOR HOTCHKIss: I shall attempt to sum up this indication for 
surgery by stating that we are guided by the severity of symptoms, the 
persistence of infection, and finally by the amount of residual. These 
constitute the main factors which may decide for or against operation. 
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Dr. Brendler, would you continue with the discussion indicating 
how one proceeds with the preoperative investigation of a patient who 
has one or all three of these indications for surgery? 

DR. BRENDLER: The steps in the work-up of the patient who has 
prostatic complaints will vary depending on whether the patient is being 
examined for the first time or whether the patient has been followed 
for some time and is now being prepared for prostatic surgery. It 
will also vary somewhat from one urologist to another, but in general, 
most urologists tend to follow a fairly definite plan in the preoperative 
work-up. 

The history should be a complete one, but it places special emphasis 
on the urological symptoms, such as frequency, nocturia, urgency, burn- 
ing, hesitancy, hematuria and pain referable to the kidneys. A complete 
physical examination is carried out, the most important features of 
which, insofar as the urologist is concerned, being the abdominal, genital 
and rectal examinations. Laboratory studies include a complete blood 
count, urinalysis, urine cultures and sensitivity studies, blood urea and 
CO: combining power. A kidney function test is done in order to 
evaluate kidney function more precisely. Most urologists prefer a simple 
test such as the indigo carmine test, in which an ampule of the indigo 
carmine solution is injected intravenously and the appearance of the 
urine is noted after 15 or 20 minutes. This is not a quantitative test but 
it does give a rough estimate of kidney function, I personally prefer the 
phenolsulfonphthalein test which affords the urologist a means of evalu- 
ating renal function quantitatively, Ordinarily this test is run for about 
two hours, but it need not be. If we find that approximately 35 to 40% 
of the injected dye is excreted within a half hour we are reasonably 
satisfied that the patient’s kidney function is normal. We then proceed 
to obtain kidney x-rays. This is usually done by means of intravenous 
urography, as mentioned by Dr. Marshall a few moments ago, The 
preliminary flat x-ray film will give information as to the size and posi- 
tion of the kidneys, the presence of extrinsic shadows such as stones, 
which are quite common in prostatic patients, and the existence of bone 
metastases in patients with prostatic cancer, The intravenous urogram 
accomplishes two things. It provides a fairly accurate estimation of 
kidney function if we have not been able to make a quantitative evalua- 
tion before that, and it usually supplies a reasonably accurate picture 
of any gross structural changes in the kidneys, such as hydronephrosis. 
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Most urologists believe that cystoscopy should be carried out prior to 
prostatic surgery and that it should be carried out as close to the time 
of prostatic surgery as possible, in order to minimize the danger of pre- 
operative infection, Some urologists carry out cystoscopy in the operat- 
ing room immediately prior to the operation. Most prefer to do it a day 
or two before. Preoperative cystoscopy should be done because all too 
frequently the bladder may contain an asymptomatic tumor or stones 
which may not have been visualized on the flat x-ray. Cystoscopy is also 
of great help in evaluating the size of the prostate, its relation to the 
bladder and to the prostatic urethra. 

DR. MARSHALL: We have failed to mention one simple diagnostic 
measure, The patient should be observed while voiding. Although, for 
obvious reasons, one must do this unobtrusively, such observation can 
reveal valuable information regarding the patient’s prostatic trouble or 
lack of it. 

MODERATOR HOTCHKISS: Dr, Marshall emphasizes an important point. 
Lack of force to the urinary stream with frequent interruptions is an 
excellent indication of obstruction. It is hardly necessary to mention 
that in men in the age group having prostatic hypertrophy, there is 
often coexisting disease in other organs which needs thorough study. 

I would like to ask Dr. Senger what his attitude is to preliminary 
cystoscopy as a routine preoperative procedure. | would be interested in 
knowing whether this is performed in his office or just prior to operation. 

DR. SENGER: I am in general agreement with Dr. Brendler’s remarks 
on preoperative cystoscopy. I, too, feel very definitely that one should 
know what is going on in the bladder before deciding upon the type of 
operation to perform, especially if one of the newer, rather than the 
more usual suprapubic, procedures is followed. In performing resec- 
tions, retropubic or perineal prostatectomy, it is essential to determine 
if you are dealing with a tumor, a stone, or in many instances with non- 
opaque stones which do not show up on an intravenous urogram or 
x-ray. If a painstaking history and thorough physical examination do 
not indicate or reveal any unusual bladder condition, such as the 
presence of red or white blood cells in the urine, and if this is combined 
with careful observation and study of an intravenous urogram, one may 
acquire sufficient information regarding the condition of the bladder to 
dispense with cystoscopy. However, in my own practice I prefer to 
cystoscope shortly before surgery, although I do not do it in all cases— 
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probably 60 to 70° of them. Like most urologists, | have had the un- 
fortunate experience during my professional lifetime, of occasionally 
finding a bladder tumor that was not suspected, What is even more dis- 


turbing is to find an unsuspected large kidney tumor. 

MODERATOR HOTCHKISS: We might spend a few moments on the non- 
surgical treatment of benign prostatic hypertrophy. Sometimes the 
patient rejects advice because of fear of surgery or because of con- 
comitant disease in other organs. What alternative do we have that 
might really beip patients with obstructive benign prostatic hypertrophy 
other than surgery? Dr, Lattimer, what do you suggest? 

DR. LATTIMER: There are many office procedures which will give 
some temporary relief. For instance, the passing of a dilating sound will 
often give surprising relief; the stream may become larger and the 
patient will be delighted. Unfortunately such relief is almost always 
temporary, lasting a few days or at best a few weeks. We have all had 
the experience of having a patient come in with prostatic symptoms, and 
on cystoscopic examination note a prostate of good size, with trabecula- 
tion of the bladder and residual urine. Accordingly, we assure the 
patient that there is no other course but operation. The next day the 
patient telephones to say, “Why, I am delighted! Your cystoscopy has 
made my stream so much better that I am sure I won't have to have 
the operation.” 

I assure you that this particular treatment is a purely temporary 
measure of no permanent significance. 

MODERATOR HOTCHKIss: | take it you do not advise repeated passage 
of sounds? 

DR. LATTIMER: Sometimes the patient will insist on it, and | will do 
it if he insists on it. However, eventually it will become apparent to him 
that it affords only temporary relief. 

MODERATOR HOTCHKISS: Courses of prostatic massage are often given. 
Dr. Senger, do you think that these are effective for benign prostatic 
hypertrophy? 

pR. SENGER: I do not, Dr. Hotchkiss. | think massage of the prostate 
is a holdover from former days and | cannot subscribe to the view that 
it ever serves either as a palliative or cure for adenoma of the prostate. 
Occasionally, as Dr, Lattimer pointed out, you see a man who has great 
fear of surgery and in such a case congestion of his prostate can be 
somewhat reduced by mild, gentle massage. As a matter of fact, I believe 
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that repeated and too vigorous massage is frequently responsible for 
bringing men to surgery by setting up an irritation that demands emer- 
gency treatment. 

MODERATOR HOTCHKISS: This is especially true when prostatic calculi 
accompany prostatic hypertrophy. 

DR. SENGER: Very definitely. 

MODERATOR HOTCHKISS: Dr. Brendler, do you believe that either 
estrogens or castration improve benign prostatic hypertrophy? 

DR. BRENDLER: | don’t think that estrogens or castration are indicated 
in the treatment of benign prostatic hypertrophy. One might suppose 
that the prostate would react to alteration of the “endocrine balance,” 
and, indeed, both estrogens and castration have been used in prostatic 
enlargement, but without conspicuous success, It is strange that benign 
hypertrophy does not respond to endocrine treatment, while prostatic 
cancer usually does. Perhaps it is because prostatic cancer resembles the 
normal prostate more closely than does benign hyperplasia. 

MODERATOR HOTCHKIss: Dr. Marshall, you have probably encount- 
ered patients who have received testosterone with benign prostatic 
hypertrophy. What do you think of that as a method of palliation? 

DR. MARSHALL: As Dr. Brendler said, the estrogens don’t seem to 
shrink it. Why not try the opposite hormone, testosterone? It is not 
psychologically difficult to persuade older men to take testosterone. 
They feel a little better and the general idea of testosterone pleases them. 
Also the patient will frequently experience a sense of well-being and if 
he thinks he is going to be helped and if he feels a little better and 
knows he is getting good strong masculine hormone, he is apt to think 
that he is voiding better. I recall an experiment run at Bellevue several 
years ago by Dr. Draper and his associates. They obtained some free 
testosterone of a new variety, especially potent, etc. They took this to 
the out-patient department and gave it to half of a group of patients 
with hypertrophy of the prostate and with symptoms, The other half 
were given a placebo. The physicians did not know which patients 
were getting which type of medication. (A nurse recorded this infor- 
mation which was concealed from both patients and physicians.) After 
two or three months, the charts of the two groups were carefully re- 
viewed, It was found that both groups seemed somewhat improved, but 
one group improved more than the other. That was the group which 
had received the placebo! I don’t think testosterone really has any place 
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in the treatment of benign enlargement of the prostate. The enlargement 
is already there and | don’t know of anything that will shrink it to any 
significant degree. 

MODERATOR HOTCHKISS: | believe you can appreciate how difficult it 
is to evaluate various drugs, for the symptoms vary greatly and may 
often change, aside from any specific treatment. Dr. Lattimer, do you 
think that a patient who refuses operation assumes great risks? What 
should the attending physician consider as serious changes for the worse 
as the result of no treatment? 

DR. LATTIMER: | would say that the patient who steadfastly refuses 
treatment for a prostate which is obviously causing trouble does run 
considerable risk. Not only will the symptoms gradually worsen (for 
example, the matter of getting up at night), but if it causes the patient 
to get up every hour, he will lose sleep and will become weaker. As a 
result of back-pressure the valves between the ureters and the bladder 
will gradually give way and reflux up to the kidneys will occur, damag- 
ing them and causing uremia. 

Symptoms can be successfully suppressed. All of us have had intelli- 
gent patients who have suppressed their symptoms and denied that they 
were serious. By the time they arrive at the hospital they may have great 
dilatation of the ureters and kidney pelves and elevated blood urea 
nitrogen. Following this the blood pressure may rise, the heart may 
begin to fail, signs of chronic passive congestion may appear and the 
patient’s general condition may become serious very quickly. The effects 
will pyramid at the end and can kill the patient if he successfully avoids 
any treatment. Unfortunately, this chain of events tends to progress 
relatively slowly so that the family gradually is reconciled to the situa- 
tion in which grandfather just sits in the corner and is very quiet. He 
may wet himself from time to time with overflow dribbling, but both 
he and the family are prone to minimize these symptoms, not realizing 
that they are the tokens of a very serious matter. When, in the long 
run, the patient does eventually come to surgery, the risk is much 


greater than if he had come in earlier when it was first suggested that 


things were going badly, Deferring operation in the face of obvious 
symptoms is inviting greater trouble, even though it may be several 
years before the total effects accumulate to a dangerous point, Opera- 
tion is, as you may have gathered from what we have said in the last 
few minutes, the only really satisfactory cure for this condition. 
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MODERATOR HOTCHKISS: Does any other panel member have anything 
to add to this? 

DR. MARSHALL: Renal infection which commonly follows the ob- 
struction, is one of the big risks of prostatism. | am curious to know what 
the panel may think as to how the infection extends up to the kidneys. 
Once the valve action has given way, as Dr. Lattimer has already men- 
tioned, one can see how reflux upward can occur but how does infection 
get from the bladder up to the kidneys? Does it go up through the 
periureteral lymphatics, burrow through the wall, or by direct extension 
up the mucosa? 

MODERATOR HOTCHKIss: Would anyone like to answer that question? 

DR. BRENDLER: It is well known that the lymphatics in the trigonal 
area drain to nodes as far up as the renal pelvis, It is uncertain whether 
bacteria actually take that path, but it is feasible. On the other hand, 
many people feel that pyelonephritis is blood borne, and is caused by 
bacteria which have been filtered out of the blood by the kidneys, I tend 
to agree with the latter and prefer to think that most infections of the 
kidneys in prostatics are not retrograde but rather blood borne. 

pR. LATTIMER: | would like to say that I suspect that most of them,— 
and this is purely a suspicion since I have no data to support it,—are a 
reflux phenomenon because even in the intact urinary tract we see such 
weird circumstances as having foreign bodies work their way up the 
ureters to the kidneys. | remember one article about hair from some pet 
animal which slept in the crib with a baby. Some of the hair was found 
in the bladder. Another portion was seen to be in one of the ureteral 
orifices and still another portion was found in the kidney pelvis. We all 
know that if an instrument becomes broken in the lower ureter, the tip 
of such an instrument will work its way up the ureter into the kidney 
pelvis. I suspect that when there is a large amount of residual urine, full 
of infection, there may be some interchange between that accumulated 
residual and the urine in the ureters and the kidney pelves. | would, in 
this case, favor the idea of a stagnation infection with a dissemination 
by interchange via the ureters. 

DR. MARSHALL: I think Dr. Henry Weyrauch, of Stanford Univer- 
sity, performed a very interesting experiment on this question of the 
mode of extension of infection. He took 25 cm. of sterile glass tubing, 
put one flask on top and one at the bottom, and filled the system with 
sterile broth. He then placed E. coli in the bottom flask. At regular 
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intervals cultures were taken from the top flask. E. coli would appear 
in the upper flask within two or three hours, nearly every time. He then 
established a downward flow and repeated the tests. He found that there 
had to be a pretty good flow (50 cc. per hour or more) before he could 
keep the E. coli from getting to the top flask. However, if only staphy- 
lococci were placed in the bottom of the flask, nothing ever went up to 
the top even after several days. If E. coli were added to the staphy- 
lococci, both would promptly appear at the top,—the staphylococci 
apparently going up piggy-back on the mobile E. coli, Here was a 
situation in which no lymphatics, blood vessels or reverse peristalsis 
were involved and no wall to burrow in. The ascent was dependent on 
the motility of the organism. E. coli is one of the commonest organisms 
found in prostatic obstruction. | don’t think this totally explains ascend- 
ing infection but to me it was an intriguing and significant experiment. 

DR. LATTIMER: I would like to get in a plug for a New York hospital. 
That same experiment was done two years ago at the Kingsbridge 
Veterans Hospital in this city with the same findings, They applied it 
in clinical cases to the paraplegics who had a permanent indwelling 
catheter and had a spout coming off every six inches from the gravity 
drainage tube. They plotted a schedule of how fast the organisms would 
ascend from the drainage bottle, in the patients under natural conditions 
existing in the hospital. Their solution of the problem was to put a very 
strong antiseptic in the bottom bortle taking all measures to prevent 
the accumulation of a reservoir of infection. 

MODERATOR HOTCHKIss: These problems of infection are extremely 
interesting, but | must remind the panel that we have “an operating 
schedule” ourselves. Considerable confusion must be caused in the minds 
of our professional colleagues when urologists select one type of surgical 
procedure in one instance and still another procedure for another patient. 
[ am sure that this panel is agreed that large adenomas of the prostate 
should be removed by open surgical methods and that small hyper- 
trophied lobes can well be handled by transurethral resection. 

Dr. Lattimer, would you say a few words about suprapubic pros- 
tatectomy? 

pR. LATTIMER: The classical suprapubic prostatectomy is, I think, 
still the most frequently performed operation throughout the world. 
Any of the types of enlargement can be treated successfully by this 
method, It has the advantage that the approach is through innocuous 
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areas. The approach through the suprapubic area, the space of Retzius 
and into the bladder, is easy technically. With advances in modern 
technique, including better hemostasis, smaller suprapubic drainage tubes 
and devices for closing the drainage tract as quickly as possible, I think 
this operation is still an excellent procedure. It does not restrict the 
surgeon to any one particular type of gland and is very flexible indeed. 
As a matter of fact, and as has been mentioned previously, it provides 
an opportunity to inspect the bladder for tumors, for removing stones 
from the bladder and for removing diverticula of the bladder which 
may be present as a complication of the back pressure. For these reasons, 
all of us fall back on it a good deal of the time. It also provides an 
opportunity for a two-stage operation if it becomes necessary, None 
of us do two-stage procedures routinely any more. Occasionally, how- 
ever, you will find a patient who is uremic, who does not respond 
quickly enough to the indwelling catheter and you may have to send 
him home with a suprapubic tube for several months; then bring him in 
at the end of that time for his second stage. Suprapubic prostatectomy 
has several disadvantages. First of all, it involves a slightly longer hos- 
pital stay. This is a factor which may be improved. Secondly, there is 
often a greater over-all blood loss, For that reason we have continued to 
seek other operative procedures to improve upon the suprapubic pros- 
tatectomy. 

MODERATOR HOTCHKISS: Dr. Senger, you have had a wide experience 
with retropubic prostatectomies. Would you briefly describe this pro- 
cedure and indicate its application for open prostatectomy. 

DR. SENGER: I would first like to say that our residents are taught all 
types of prostatic surgery. I don’t want to give the impression that only 
one procedure is followed in our hospital or in our school. In my 
opinion, retropubic prostatectomy has several advantages. In the first 
place, the advent of sulfa and antibiotic drugs made it possible. In our 
student days we were taught to stay out of the space of Retzius, and in 
order to minimize the danger of infection, it was deemed necessary to 
perform the two-stage or three-stage operations. Dr. J. Bentley Squire 
used to have an operation designed to wall off the space of Retzius to 
prevent infection. Now, with the new chemotherapeutic drugs, it is 
safe to open the space of Retzius without undue trepidation and this 
operation effects exactly what the perineal procedure achieves, in re- 
verse,—it exposes the entire prostatic capsule. The operative site is under 
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direct vision, you can completely control any bleeding which may 
occur. It can be controlled either with ligature or with fulguration. 
When properly done, the prostatic bed is practically dry. When the 
surgery is completed, the prostatic capsule is sutured tightly closed. A 
small balloon catheter is introduced. After four to six days, at the most, 
the catheter is removed and all the difficulties of the patient are practi- 
cally over. Strange to say, this operation is not accompanied by the 
shock often associated with the suprapubic procedure. Why, I don’t 
know. Even if the suprapubic operation is well performed, the patient 
may suffer considerable shock, but on the morning following a retro- 
pubic procedure, if everything goes well, the patient seems to be quite 
comfortable and to have suffered no surgical shock whatever. At times 
he does have some difficulty with strangury, for want of a better term, 
but that usually clears up in three or four days. There is a controversy 
as to whether the sexual function is preserved with this operation. Many 
of my patients say it is. Some of them claim to have a little difficulty, 
but in my opinion, one of the advantages of the retropubic over the 
perineal procedure is that we do maintain and preserve the sexual func- 
tion. The operation is a relatively simple one, done completely under 
direct vision and accompanied by relatively few difficulties so far as the 
patient is concerned, 

MODERATOR HOTCHKIss: Dr. Brendler, would you give your opinion 
of the perineal approach for benign prostatic hypertrophy. Under what 
conditions would you select this surgical method? 

DR. BRENDLER: The perineal route possesses essentially the same ad- 
vantages as the retropubic. First, there is less bleeding than with supra- 
pubic prostatectomy, both during and after the operation, This is because 
of better visibility and therefore better controlled hemostasis. Secondly, 
the convalescence is somewhat shorter, usually about one to two weeks. 
A disadvantage of the perineal route must be pointed out. The exagge- 
rated lithotomy position during surgery is especially trying on older 
individuals, because it causes respiratory embarrassment. Furthermore, 
it may be impossible in a patient with arthritic changes in the hip joints. 
Perineal prostatectomy is associated with a high incidence of sexual 
impotence, probably about 50%, although this is difficult to assess in 


older men, Certainly it is a factor to be considered in the prostatic in 


his 50’s who still values his potency. Postoperative urinary incontinence 
is probably no greater after perineal prostatectomy than after the supra- 
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pubic or retropubic methods. It is less than afer trarsurethral resection, 
according to most urologists. 

MODERATOR HOTCHKISS: Finally, we shall ask Dr. Marshall to sum- 
marize bis opinion about transurethral prostatectomy. 

DR. MARSHALL: The modern urologist must be competent to do all 
four general types of prostatectomy, It is essential that the operation 
selected be suitable for the specific patient concerned and that the 
patient be not “fitted” to one particular type of operation. The patient 
and his present situation must be carefully evaluated and the pro- 
cedure chosen should be dictated by and be most suitable for his par- 
ticular circumstances. 

Transurethral resection is too often thought of as a non-cutting 
operation, That is what the patient likes to think. He does not see any 
incision. He does have the advantage of no abdominal wound, but none- 
theless it is decidedly a cutting operation,—about the most cutting of all 
the prostatectomies in current use, 

Another thing that is important about the transurethral prostatec- 
tomy is that the surgeon must have an accurate appreciation of his own 
abilities,—and of his own limitations. Transurethral resection is actually 
an artistic procedure. It requires a marked degree of skill to whittle out 
neither too little nor too much. The commonest causes of failure are 
removing too little so that obstruction and infection continue, or remov- 
ing too much so that control is poor, 

Depending upon the size of the prostate, | would say we tend to do 
small prostates by the transurethral method because they are difficult to 


do by the other techniques, and because transurethral resection is usually 
quite successful. Much care is required with the very small but fibrous 


glands. The 25 to 40 gm. size is the easiest for me. After the glands 
exceed 50 — 60 gm. my ability decreases sharply and the patient begins 
to have a more difficult time. With the large glands particularly, blood 
loss can be very significant even in the hands of the superbly artistic 
operator, I think that I have detected a decided reduction in the number 
of large (go gm. and more) hypertrophies now being resected trans- 
uretherally even by the super-experts. After all, a large gland makes for 
large work too! 

You must be able to pass the instrument through the urethra, etc. 
Another advantage of the transurethral resection is that it is probably 
the least likely to interfere with sexual activity. The postoperative pa- 
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tient will usually have retrograde ejaculation into the bladder. He may 
be a little disturbed about it but it is usually of no consequence other- 
wise, since most men have already completed their child-producing by 
this age. The short hospital stay required by transurethral resection is 
what appeals to most patients. 

The dangers include the incomplete or excessive procedures already 
mentioned. Perforation of bladder neck, especially those followed by 
extravasation of urine is very dangerous. Incontinence occurs after all 
forms of prostatectomy, but it seems to occur more often after trans- 
urethral excisions because in attempting to trim out all the tissue around 
the apex of the prostate you run the risk of cutting the external sphinc- 
ter. | regret to say that I have done so myself. 

There is one other point that has been barely touched upon before 
and that is the subject of teaching others to do prostatectomy. It is not 
too difficult to teach a surgeon how to do a suprapubic; in a short while 
he can be taught how to do the retropubic operation. The perineal is a 
specialized procedure requiring some special training, but the beginner 
can be shown and then be meticulously guided and supervised until he 
is proficient. The transurethral resection is probably the hardest to 


teach. It is a one man job and only the operator really ever sees what is 
done during the operation. 


Finally, I would like to mention that, in general, after all forms of 
prostatectomy, including the transurethral, the prostatic bed usually re- 
quires six or eight weeks to heal, During that time the patient does not 
have much difficulty, but there is no point in loading him with every 
antibiotic in the book, trying to make his urine sparkle during the first 
few postoperative weeks, After six to eight weeks it should clear readily, 
indeed it should do so even without the “wonder drugs.” 

MODERATOR HOTCHKIss: It is possible to sum up the surgical proced- 
ures dealing with prostatic obstruction by stating that we have these 
various types of surgical techniques. All have their individual good and 
bad features. Actually, the operative risk is probably determined by 
factors other than the choice of method of surgery. These being princi- 
pally blood loss, emboli, and cardiovascular failures, The risks of surgery 
have been reduced from approximately 30% in the 1920's, to between 
one and four per cent today. The blood bank, antibiotics, better surgical 
care and an appreciation of electrolyte balance and renal physiology 
have been largely responsible for this improvement. 
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We shall now turn to a discussion of prostatic carcinoma. Dr. 
Brendler, would you please introduce the subject by telling us some- 
thing about the incidence and prevalence of cancer of the prostate. 

DR. BRENDLER: Prostatic cancer is recognized today as being second 
only to cancer of the stomach and colon as a cause of death from cancer 
in men over 50. This was not always so. Before 1900 Richard Wolff 
was able to collect only 50 cases of prostatic cancer from the world 
literature. This change in our appreciation of the problem is due first 
to Hugh Young’s radical method for surgical extirpation of the early 
lesion and second to Huggins’ splendid contributions in the field of 
endocrine therapy for advanced cancer of the prostate. 

Much has been written concerning the prevalence of this disease. 
Quite recently, within the past five years or so, we have had reports 
based on routine prostatic biopsies in men over 50, that probably about 
30%, possibly more, have carcinomatous changes in their prostate. This 
figure is about twice as high as the figure established in 1935 by Rich, 
and confirmed by Moore, from their studies during routine autopsies. 
These figures indicate that between 3,000,000 and 6,000,000 men over 
50 in this country have prostatic cancer, 

This figure, considered by itself, and solely from a theoretical stand- 
point, is admittedly alarming. There are, however, other factors which 
must be made clear, and which provide a background against which the 
over-all incidence may be fairly evaluated. 

It must be realized that the figures which I have quoted represent all 
patients who have histological evidence of malignant change in their 
prostatic glands, It includes, not only the obvious cases of clinical pros- 
tatic cancer, but also a great many men with the disease in an occult 
form. Is it possible to estimate the actual incidence of the clinical disease? 
I believe that we can, at least in a rough manner, from certain mortality 
statistics. Furthermore, | submit that this is a matter of extreme clinical 
importance, for a number of reasons. First, although we lack precise 
knowledge as to the natural history of prostatic cancer, we do know 
that, in the great majority of cases, the disease proceeds slowly and that 
many patients with clinical prostatic cancer frequently die of other 
causes, especially cardiovascular. Secondly, and of greater importance, 
the only curative method which we possess for use in those cases where 
the growth is limited to the gland itself, is—and, as an ardent protagonist 
of this approach for many years, I know this will surprise many of my 
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friends,—admittedly unsatisfactory. I refer to Young’s method of radical 
perineal prostatectomy. I may be straying a little from the question pro- 
posed by Dr. Hotchkiss, but I cannot avoid agreeing at this point with 
a number of criticisms which have been leveled at the radical operation, 
such as its technical difficulties in the best of hands, the frequency of 
postoperative complications, particularly permanent urinary incontin- 
ence,—as compared with the favorable results obtained by more conser- 
vative methods, notably endocrine therapy. 

From what I have said, it is apparent that we must attempt to gain 
some notion as to the actual clinical incidence of this disease in order 
to orient our therapeutic approach more suitably. We know that each 
year there are approximately 10,000 deaths reportedly due to prostatic 
cancer, If we accept the conservative figure of 14°., which was deter- 
mined by Rich and Moore 20 years ago, as indicative of over-all inci- 
dence of cancer of the prostate in men over 50, we can calculate that, 
of the 630,000 men over 50 who die each year from all causes, approxi- 


mately go,o00 of these men harbor foci of prostatic cancer, Yet, only 


10,000 of these actually die of the disease, or 1 in 9. The more extreme 
figures would indicate a mortality incidence of 1 in 18. 

When we compare the prevalence of prostatic cancer with other 
types of cancer in older men, additional light is thrown on the subject. 
Again, current mortality studies show us that 90,000 men over 50 die 
annually of some form of cancer. Ten thousand of these are due to 
prostatic cancer—again, 1 in 9. 

These figures which I have presented are only approximately ac- 
curate, Also, they must not be construed as favoring one therapeutic 
regime over another. I present them simply to review what we know 
to be true of the incidence of this disease. Secondly, I believe this 
knowledge will help to dispel certain mistaken notions which have 
gained credence during the past few years, and which have been respon- 
sible for undue concern over the prevalence of the disease as well as 
unwarranted optimism over the possibility of cure. 

MODERATOR HOTCHKISS: Dr, Brendler has expertly outlined the prev- 
alence of prostatic cancer cells in the gland in contrast to the incidence 
of clinical prostatic cancer, With the exception of metastatic pain, the 
symptoms of obstruction of prostatic cancer are very similar to the ones 
produced by benign prostatic hypertrophy. 

Dr. Senger, would you outline a plan to follow when one palpates a 
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nodule in the prostate which gives rise to suspicion of prostatic cancer? 

DR. SENGER: In all probability, palpation of the gland is the most 
advantageous procedure at our command in the entire field of diagnosis 
of prostatic cancer, beyond the things we do to confirm it. When, on 
rectal examination one finds a hard, firmly fixed nodular mass in the 
prostate, almost invariably one’s first thought is of cancer, From there 
on it is a question of confirming the diagnosis, A similar situation occurs 
in the man who has a prostatic calculus or even fibrosis of the prostate 
to some degree. A simple flat x-ray picture will immediately eliminate 


the possibility of prostatic calculi being the cause of the irregularity, 


so it still leaves us with the hard fixed nodular prostate, Proper palpation 
will give an excellent idea as to the size of the prostate, the extent of the 
involvement, whether it invades the base of the bladder or whether it 
invades or involves the seminal vesicles. From there on, as others on the 
panel will describe to you, confirmation of the condition rests more or 
less on the laboratory findings. Other invaluable information can be ob- 
tained from study of x-ray pictures, These are useful only for detecting 
metastatic processes in the bone. They reveal nothing of the nature of 
the growth in the prostate or the extent of the growth. 

MODERATOR HOTCHKISS: One diagnostic aid in prostatic cancer is the 
bloed serum acid phosphatase. Dr. Brendler, how useful is this test in 
detecting localized and disseminated prostatic cancer? 

DR. BRENDLER: Elevation of the serum acid phosphatase is, with few 
exceptions, prima facie evidence of disseminated prostatic cancer. By 
dissemination I mean to the bones or soft tissues or both. It must be 
pointed out, however, that, using current laboratory methods, only about 
75°% of patients with the disseminated form of the disease will show 
such an elevation. Unfortunately, the phosphatase level is not elevated 
in either localized prostatic cancer or, in my experience, in patients with 
extensive, locally invasive tumors which have not metastasized. 

MODERATOR HOTCHKISS: Another method of diagnosis that has been 
proposed is the study of cells expressed from the prostatic gland by 
massage. This Papanicolaou technique has new been proven to have 
limited value in the diagnosis of prostatic cancer. Biopsy by needle or 
perineal technique is used by urologists in selected cases. Dr. Senger, 
what is your procedure for treating patients with proven cancer of the 
prostate that has extended beyond the boundaries of the gland? 

DR. SENGER: By advanced prostatic cancer do you mean with urinary 
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obstructive symptoms? 

MODERATOR HOTCHKISS: Yes. 

DR. SENGER: Contrary to what we have all been taught, I do pros- 
tatic resections. We have been taught never to cut through cancer tissue, 
—that is the best way to disseminate it. In my opinion, less damage is 
done by cutting through the cancer tissue of an obstructing prostate 
than by any other procedure | know. If open operations are done these 
cancers disseminate and grow rapidly. But with a properly done resec- 
tion, I remove just enough tissue to give the patient adequate urinary 
outflow, | don’t try to remove it all,—that is impossible. Some of these 
patients have had as many as three or four resections over a period of 
years, In addition to this, of course, as the other members of the panel 
will agree, there are other routine procedures that are known to be help- 
ful in these situations but we depend on the emptying of the bladder and 
overcoming some of the dribbling, which many of these patients have, to 
provide relief and comfort. Urinary obstruction is the primary difficulty. 

Strangely, many cases of advanced cancer do not have many syste- 
mic symptoms other than the immediate symptoms associated with the 
urinary tract and the inability to empty the bladder. 

MODERATOR HOTCHKIss: Dr. Marshall, will you tell us about the use 
of hormones and the results of hormone treatment of advanced cancer 
of the prostate? 

DR. MARSHALL: There is little doubt that one of the greatest advances 
in medicine in the last 20 years has been the demonstration that persons 
with advanced carcinoma of the prostate can be vastly helped by hor- 
monal therapy. It was one of the first instances in which it was shown 
that a common cancer was not autonomous,—that it was not a law unto 
itself. Hormonal therapy does not cure these patients but it does give 
them symptomatic remission and does cause a slowing of the growth. 
Between 10 and 20°, of the patients with disseminated carcinoma of the 
prostate do not respond to hormonal therapy or do so to an insignificant 
degree. About 80°, do respond to a significant degree. The period of 
remission which they obtain varies between one and two years. An occa- 
sional patient will go as long as five years or more. That is quite unusual 


but there are such patients. A remission of three years is no curiosity. 


We proceed with hormonal therapy by first doing a bilateral orchi- 
ectomy. This step is advantageous, particularly where a patient cannot 
be relied upon to continue medication after leaving the hospital. The 
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fact that the testes have been removed, is helpful to a degree, should 
medication not be continued, Estrogens alone are almost as effective as 
orchiectomy and I believe, although I am not sure it has been demon- 
strated or proved, that orchiectomy and estrogens together are somewhat 
better than either one singly. The patient who begins to have trouble 
after remission of his symptoms, presents another and much more difh- 
cult problem. 

MODERATOR HOTCHKISS: There might be a question concerning the 
dose of estrogen. One may use 5 mg. once or twice a day. Is that in 
accordance with your practice? 

DR. MARSHALL: Yes, of diethylstilbestrol. Other estrogens are also 
used. 

MODERATOR HOTCHKIss: Dr. Brendler, would you give us your opin- 
ion of the asymptomatic nodule in the prostate. What is your plan of 
procedure for an individual who has disseminated prostatic cancer, yet 
is without symptoms? 

DR. BRENDLER: Most urologists today are essentially agreed that 
asymptomatic prostatic nodules discovered on rectal examination should 
be promptly biopsied, either by needle, punch, or open perineal exposure 
of the prostate. If carcinoma is found, radical prostatectomy should be 
done, via either the perineal or the retropubic approaches. 

However, some disagreement exists concerning the treatment of the 
patient with asymptomatic, disseminated prostatic cancer. A great many 
urologists, including myself, prefer to defer endocrine therapy, such as 
castration and estrogen administration, until symptoms begin. It is our 
feeling that no concrete proof exists that the life span of patients will be 
increased by endocrine treatment and, after all, that is our only con- 
sideration when symptoms are absent. On the other hand, there are 
many urologists who begin treatment immediately the diagnosis is made. 
They reason that endocrine therapy may prevent symptoms, and may 
improve longevity. In any case, they contend, endocrine therapy can do 
no harm. We have no convincing proof for either viewpoint, and hence 
the question remains one for the future to decide. 

MODERATOR HOTCHKISS: | shall ask Dr. Lattimer to sum up this dis- 
cussion of prostatic cancer and to include what he considers might be 
appropriately included in the management of regressions. 

pR. LATTIMER: I think we should point out that the endocrine ther- 


apy, the combination of estrogens and orchiectomy, is purely palliative. 
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On the other hand, this is a form of cancer for which we can do a great 
deal whereas in former days we could do nothing. 

Dr. Brendler’s point about the small nodule that is discovered before 
it does spread, being susceptible to radical operation for complete eradi- 
cation of the disease, is a happy circumstance which occurs only once or 
twice a year in the practice of most urologists. 

If, after all of the conventional methods mentioned have been 
applied, such as radical operation for the operable nodule, endocrine 
therapy, and orchiectomy, the patient then relapses, we still have the 
possibility of aiding the patient by varying the type or dose of our 
estrogens, For instance, if we start out with a standard dose of 5 mg. of 
stilbestrol per day and if we find that the patient does not tolerate 
ordinary stilbestrol, we can then shift to preparations such as Estinyl 
at a dosage of .o5 mg. twice a day. If the patient also fails to tolerate 
Estinyl, then you may shift to an artificial estrogen, Tace, (12 mg. twice 
a day). If all preparations fail and the patient’s symptoms return, it is 
customary to try very large doses of estrogen such as 500 mg. of stil- 
bestrol (five 100 mg. tablets) a day, Surprisingly, enough patients who 
cannot tolerate the small dose may sometimes tolerate the larger dose 
and a small proportion of the patients, perhaps 20-30%, will have a 
further remission of symptoms for a period of months, So we do have 
variations on the dosage and preparations which may help us a little 
further, even after routine methods have failed. 

MODERATOR HOTCHKIss: A ge number of questions have been sub- 
mitted for the panel to answer. I will read the first question: What is 
the best way to control blee« ling in suprapubic prostatectomy, by sur- 
gical suture, gauze packing, rubber dam packing? Dr. Lattimer! 

DR. LATTIMER: | spoke about the suprapubic operation, We think 
that suture ligature is far and away the best method for hemostasis, In 
other words, locating and ligating the spurting vessels. The general ooze 
occurring in any prostatectomy is no problem. The spurter fills up the 
prostatic bed very rapidly, That is what bothers the surgeon. If you 
have torn the capsule accidentally or if there is a spurter obviously 
somewhere back under the bladder edge where you cannot see it, you 
can free the top of the prostatic capsule and with the scissors, open the 
top of the capsule as in a retropubic exposure and find the bleeding 
point. This procedure prolongs the operating time but at least it brings 
any serious spurter under control. 
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MODERATOR HOTCHKISS: Does anyone else have a comment? 

pR. SENGER: I would like to say the same thing. I was originally 
trained in suprapubics. Now we do retropubics. As you know, we 
depend entirely on suture ligature. We can almost always find the 
vessels and failing to find the vessels, one can put clamps on bleeding 
points if inaccessible to suture and fulgurate. Bleeding in the prostatic 
bed is of no consequence. 

MODERATOR HOTCHKIss: Question number two: How about vasal 
ligation and early hydronephrosis resulting from pressure? Dr. Marshall, 
you raised this point during your discussion. Would you answer the 
question? 

DR. MARSHALL: I believe that if the patient is agreeable, as most of 
them are, that the vas should be ligated. It does not absolutely prevent 
epididymitis but epididymitis can be a serious complication of all forms 
of prostatectomy, Early ligation of the vas before instrumentation will 
drastically reduce the incidence of that complication. Once in a while 
you have a patient who is in poor general condition. He survives the 
prostatectomy, is doing well, but then develops a severe epididymitis 
which may be a really serious hazard in his case—and one which could 
probably have been avoided at slight risk. | do think the patient should 


be apprised of what you are planning to do, Some patients, especially 
in the younger age group who still want to produce children, may 
rightfully object. On the other hand, the prostatectomy may also cause 
obstruction of the ducts even if epididymitis does not occur. If the 
patient wants to take that risk, well and good, but I prefer to ligate 
the vas. 


MODERATOR HoTcHKIss: “The role of alcohol. Do you think it has 
any role in the causation of benign prostatic hypertrophy or does alco- 
hol increase symptoms? Do you think it may precipitate an attack of 
acute urinary retention?” 

DR. BRENDLER: There is no proof, to my knowledge, that alcohol can 
cause benign prostatic hypertrophy. Certain alcoholic beverages, such as 
beer and wine, do increase symptoms and, indeed, may precipitate at- 
tacks of urinary retention. I do not believe that the alcohol itself is 
responsible for this, but rather other ingredients in the ingested material. 

MODERATOR HOTCHKIss: Dr. Lattimer, this question is directed t+ 
you. “How did Dr. Lattimer estimate the size of the 300 gm. prostate 
for which the patient later required operation?” 
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pR. LATTIMER: The patient did require operation. | did not speak 
about it more because we were running short of time, but there was a 
hard spot on this gland, discovered when the patient came in for a 
hernia operation. The hard spot was biopsied with the Veenema needle 
and the report came back “carcinoma,” so we did a radical retropubic 
prostatectomy. The patient had had absolutely no symptoms referable 
to the prostate and had we not discovered the hard nodule, we would 
not necessarily have suggested operation. 

DR. MARSHALL: The question of prostatic biopsy reminds me of a 
patient I had recently who had had transrectal biopsy of the prostate. 
It is easy enough to do this procedure. There have been several papers 
written lately trying to popularize this method. I don’t think it is a good 
procedure, especially if the patient is potentially curable by total pros- 
tatectomy. It is not so much because they may get infected, acquire 
fistulas, etc., but if the lesion is really operable and you incise right 
through the rectal wall, through Denonvillier’s fascia right into the 
carcinoma, then close up and wait until the area is fairly well healed, 
it must be harder to do the prostatectomy later, But above all, how can 
one know that the cancer won’t then grow in the rectal wall? The 
structure that protects the rectum from prostatic carcinoma is largely 
Denonvillier’s fascia. This has been cut through. Carcinoma cells can 
certainly be spilled in this incision too. We performed a colostomy to 
facilitate a local excision of the incised bowel so as to take out the site of 
this transrectal biopsy in continuity with the prostate. Incidentally, no 
complications ensued. If the patient is inoperable, probably this consid- 
eration is not so important, but the inoperable prostate is usually easily 
biopsied by a variety of reliable and safe techniques. 

MODERATOR HOTCHKISS: The next question is directed to Dr. Brendler. 
“If the prostate depends upon the testes for its viability please explain 
the mechanism.” 

DR. BRENDLER: The normal prostate depends on a continuing supply 
of testis hormone for its continued viability and growth. We know that 
when the testes are absent the prostate and other sex accessories will not 
develop in man and in lower animals. We know also that, when the 
testes are removed in pre-pubertal children, the sex accessories, including 
the prostate, will not develop. We also know that when the testes are 
removed after the prostate has matured, the prostate will undergo atro- 
phy. The prostate, therefore, depends upon a continuing supply of 


Bull. N. Y. Acad. Med. 


MANAGEMENT OF PROSTATIC OBSTRUCTION 1 2 3 


testis hormone or hormones for its continued growth, and maintenance 
of its normal function, 

MODERATOR HOTCHKISS: Dr. Lattimer has been asked a somewhat 
similar question, “What is the mechanism by which hormonal changes 
may cause prostatic hypertrophy?” 

DR. LATTIMER: I tried to say that we do not really know. It is merely 
the most attractive theory. As a man gets older the production of andro- 
gen by the testes, for instance, presumably drops off. Then perhaps the 
estrogens which are produced by the adrenals, or by the testes them- 
selves, come into play and cause a hyperplasia,—an abnormal response 
of the prostate. They may even cause a carcinomatous response, While 
this is by no means proven, it has been observed that some men who 
have received testosterone throughout their lives have developed neither 
benign hyperplasia nor carcinoma. Investigation of this has not been 


done on a large enough scale to constitute a valid experiment but it is 
a suggestive and interesting commentary on this possibility that a change 
in the hormone ratio may be responsible for changes in the prostate. I 


certainly would voice a word of caution in that | would not advise 
everybody to start taking testosterone, since we don’t know whether 
this is true. It might even stimulate the prostate so that we would see 
more prostatic difficulties. Nevertheless, this change in ratios may ex- 
plain changes in the prostate gland. 

MODERATOR HOTCHKISS: The next question is: “To what degree is 
sexual function interfered with and what is the mechanism of inter- 
ference?” Dr. Senger! 

DR. SENGER: I don’t believe an adequate study of this question has 
ever been made. Apparently there is some interference with the ejacu- 
latory ducts, some interference with the verumontanum. When operat- 
ing by the perineal route, it is probable that we interfere with the nerve 
supply of the region. If, by careful dissection the area about the veru- 
montanum can be preserved, the patients will report unimpaired sexual 
function. Some of them even claim improvement over that of the pre- 
vious few years. However, there are those, who, after suprapubic opera- 
tions and many after retropubic operations, no longer function sexually 
at all. 

MODERATOR HOTCHKIss: What are the complications following pros- 
tatectomy of various types of operation such as, for example, incon- 
tinence? 
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DR. BRENDLER: Incontinence may follow any type of prostatic op- 
eration. It probably occurs more frequently after urethral and perineal 
surgery. Dr. Marshall mentioned the reason for its occurrence after 
transurethral surgery. I might say that after perineal surgery it may occur 
as the result of disruption of the nerve supply to the area of the external 
voluntary urethral sphincter and accessory perineal muscles. It is often 
quite difficult to remove a large adenomatous structure and the voluntary 
urethral sphincter may be damaged at that time. The incidence of incon- 
tinence is much lower today than it was many years ago because of 
improvement in technique. Most incontinence is temporary; fortunately, 
the majority of patients who develop incontinence immediately after 
prostatic surgery gain control within a short time. A few, however, 
remain permanently incontinent. 

MODERATOR HoTcHKIss: | think the panel will prebably agree that 
more incontinence is seen after perineal and transurethral operations 
than following retropubic or suprapubic. Do you agree? 

DR. BRENDLER: Yes, 

MODERATOR HOTCHKIss: “/s benign prostatic hypertrophy more 
common in certain constitutional types than others?” | would interpret 
this question to inquire if hypertrophy is more common in different 
body types such as: the obese, the asthenic or the stout type individual. 
Apparently the members of the panel have no definite opinion 
about that. 

Here is a good question, a very good one: “After transurethral opera- 
tion how frequently is carcinoma found to occur? Does it ever occur in 
the remnants of the capsule, in the suprapubic, retropubic and perineal 
operations?” 

DR. SENGER: May I answer that? 

MODERATOR HOTCHKISS: Yes, 

DR. SENGER: That interests me very much because I have just had 
such a patient. Four years ago I did a transurethral on an absolutely 
benign prostate. The man did quite well until six months ago when he 
complained of terminal hematuria. On rectal examination he had an 


advanced carcinoma that may have been present at the time of opera- 
tion, The entire posterior lamella as well as the vesicles on both sides 
were involved in the carcinoma, Carcinoma can occur, as we all know, 
in the posterior lamella without involvement of the prostate, without 
involvement of the glandular portion. Maybe this man had it. I don’t 
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know. It is certainly a thing definitely to keep in mind and it is one of 
the reasons why I think we must have these patients back for periodic 
checkup from time to time. 

MODERATOR HOTCHKIss: Anybody else? 

DR. BRENDLER: The occurrence of carcinomatous tissue in the 
adenomatous portion removed by enucleation or transurethrally is very 
infrequent. The reason for this is that carcinoma almost always begins 
in the posterior lobe or lamella and this part of the prostate is not re- 
moved during operations done for benign hyperplasia. 

MOERATOR HOTCHKIss: Dr, Brendler, what do you do when the 
pathologist reports cancer is present in the operative specimen, yet your 
preoperative diagnosis was benign prostatic hypertrophy? 

DR. BRENDLER: Until a short time ago | was fairly well convinced 
that that type of cancer should be handled as a curable one, namely, by 
complete extirpation of the gland. However, recently the Mayo Clinic 
has published its experience with occult prostatic cancer. They con- 
clude that such patients handled conservatively, by which I mean 
endocrine therapy, do just as well as those who are subjected to radical 
prostatectomy. Although the case is far from proven, I am very much 
impressed with their arguments and I hope that within the next few years 
we shall have accumulated sufficient experience to answer this question. 

MODERATOR HOTCHKIss: “Should a patient’s sexual activity be cur- 
tailed after prostatectomy ana tf so, for how long?” 

pR. LATTIMER: I would say that our routine instructions are to cur- 
tail activity for eight weeks following the prostatectomy. We are in- 
terested in preventing bleeding, since a premature attempt at intercourse 
may result in bleeding from the prostatic bed. As has been said, post- 
operative potency is variable, By and large, the operations from above 
do not affect it greatly. 

MODERATOR HOTCHKIss: Dr. Marshall is asked, “How much residual 
urine is considered safe before proceeding with operation?” 

DR. MARSHALL: I don’t think a specific amount of residual urine is an 
indication for operation, Some patients will be obstructed and may have 


great difficulty, yet have little residual urine. I presume the question is 
related to how much residual urine is significant. Theoretically any resi- 
dual urine is significant. Practically speaking, anything under an ounce 
is not very impressive. The patient who has a really large amount of 
residual urine, say 150 cc, or more, on the other hand, is a likely candi- 
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date for prostatectomy, largely on this basis alone. 

MODERATOR HOTCHKISS: Would someone like to comment on the use 
of deep x-ray for benign prostatic hypertrophy? 

DR. SENGER: The x-ray is not a modality for benign prostatic hyper- 
trophy. It has no value whatsoever in that connection. 

MODERATOR HOTCHKIss: “Are there cases where x-ray may be of 
value because operation cannot be performed for some reason?” 

pR. SENGER: I think the same answer applies to that. We examined 
a great number of people, treated them with x-ray therapy and we were 
never able to find any that did not have active gross cancer cells. 

MODERATOR HOTCHKISS: “What is the role of massage in chronic in- 
fection complicating hypertrophy and what use is diathermy in the 
treatment of hypertrophy?” 

DR. SENGER: I had that question during the discussion, | think both 
massage and diathermy relieve the congestion and have no actual effect 
on the adenoma itself. 

MODERATOR HOTCHKIss: “How do you treat postoperative pubic 
osteitis and what percentage of patients develop osteitis?” 

DR. MARSHALL: If the patient has osteitis pubis (in contra distinction 
to osteomyelitis), ACTH and cortisone if given early in the course 
have, in our experience, which fortunately is not great (approximately 
four cases), been able to control the symptoms dramatically. If the 
patient is treated for approximately two weeks with either ACTH or 
cortisone, the process is usually arrested. It seems to be a premature cure 
of a self-limited disease. In the fully established disease, these hormones 
are much less effective and I have been told that even in early cases 
success has not always been achieved. All other methods that have been 
tried, as far as | know, give some symptomatic relief but don’t accom- 
plish much, 

As to the incidence, it is a question as to just what causes it, Some 
surgeons have done retropubics and had a very high percentage of 
osteitis pubis. We are thankful that osteitis pubis has been rare in our 
experience,—but just why, I don’t know. There have been marked 
variations in the many series reported. However, there is almost always 
some infection in the urinary tract when osteitis pubis appears. It is 
quite rare after a transurethral operation but it does occur. It is also 
rare after a perineal procedure. It is most often seen after suprapubic 
and retropubic operations, but I don’t know the reason why. 
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DR. LATTIMER: It has been suggested that osteitis pubis is an inflam- 
mation of the pubic cartilage and that if you pop out the cartilage 
with a curette, it may be cured, This has been advocated by orthopedists 
in the West. 

MODERATOR HOTCHKISS: Dr. Lattinter, what is your personal opinion 
about removal of cartilage? 

DR. LATTIMER: We are trying it. 


MODERATOR HOTCHKISS: This concludes this panel on_ prostatic 
obstruction. I wish to thank the members of the panel for their discus- 
sion and the audience for their questions which were most pertinent. 
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PREVENTION OF VIRAL HEPATITIS 


A Report By THE 
COMMITTEE ON PUBLIC HEALTH*+ 
OF 


THE NEW YORK ACADEMY OF MEDICINE 


bow Committee on Public Health of The New York Academy of Medicine has 
considered a suggestion that there is need for an educational program directed 
to practicing physicians, dentists, nurses and technicians in New York City con- 
cerning the modes of transmission of viral hepatitis and measures for its prevention. 

The prevalence of viral hepatitis has greatly increased in the United States 
since World War II. Reports to the Public Health Service have shown the follow- 
ing: in 1952, when viral hepatitis was made a reportable disease, 46 states reported 
17,428 cases; in 1953, the number was 33,700 from 47 states; and the preliminary 
figure for 1954 was 50,000 for the 48 states. 

In New York City 515 cases were reported in 1953; 809 in 1954, and 1,154 
in 1955. Some of the increase is believed to be more apparent than real, since it 
may represent better reporting. The Committee is informed that many physicians 
are still unaware that viral hepatitis is a reportable disease. 

The disease known as serum hepatitis (SH) became a serious problem during 
World War II, when it was frequently observed following the use of plasma in 
the treatment of war casualties. The continued use of blood and blood products 
since the war has established a hazard of considerable proportions. The relationship 
of this disease to infectious hepatitis (IH) has not been fully clarified, but both 
are highly infective, easily transmissible, and believed to be caused by viruses. 

With the more extensive use of whole blood, the danger of infection trans- 
mitted by way of pooled plasma has declined; but the consensus of the Committee 
is that there are many additional cases caused by accidental infection. Not only are 
patients subject to the hazard of accidental infection, but physicians, dentists, lab- 
oratory workers, interns and nurses must face it as an occupational hazard. Blood 
donors are exposed as well as the recipients. 


Modes of transmission: \nsufhciently sterilized needles, syringes, blood-letting 
devices, and other instruments are now probably frequent means of transmitting 
serum hepatitis. Not only may a transfer of the virus be accomplished in the course 
of transfusion, but a contaminated needle used in drawing blood for any purpose 
or one used in any kind of injection may carry the infection. 


* Approved by the Committee on Public Health of The New York Academy of Medicine, April 2, 
1956. 


t Prepared by a Subcommittee comprised of: Frank L. Horsfall, Jr., M.D., Chairman; Jacob Geiger, 
M.D.; Harry Most, M.D.; Howard A, Patterson, M.D.; Conrad M. Riley, M.D.; Maximin DeM. 
Touart, M.D.; Peter Vogel, M.D.; H. D. Kruse, M.D., Secretary. 
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There are reports of transmission through tattooing with unsterilized needles; 
of infection in diabetic patients as a result of insufficient sterilization of syringes; 
of epidemics traced to the use of unsterilized needles, lancets or blades in taking 
routine samples of blood, and of infection through common use of syringes among 
narcotic addicts. It has been suggested that rectal thermometers used for patients 
with viral hepatitis may be an agent of transfer, and the possibility of infection 
through a razor cut in a barber shop has been mentioned. 


Carriers: Stokes and his co-workers in Philadelphia state that data from Eng- 
land and from the American Red Cross suggest that from 0.2 to 0.5 per cent of 
the general population may carry the virus of hepatitis in their blood. There is at 
present, however, no reliable way to identify such carriers. Would-be donors of 
blood who give a history of hepatitis or of jaundice are rejected as donors, but 
carriers are believed to exist who have given no sign of jaundice. 


Some carriers have been found accidentally when recipients of their blood 
developed hepatitis, but even this provides only circumstantial evidence, Stokes 
points out. There are as yet no practicable tests that will give dependable informa- 
tion as to the carrier state; no known laboratory animal is susceptible to the in- 
fection. Carriers can be identified by the injection of suspected blood or plasma 
into human volunteers. This obviously is feasible only under exceptional circum- 
stances. 


Prevention: The rapid spread of viral hepatitis within the past fifteen years 
has focused attention on the need for preventive measures. The disease is as yet 
so imperfectly understood that precise preventive procedures have not been defined. 
Because the viruses are transmitted with ease and inactivated with difficulty, how- 
ever, it is urgent that every known precaution be observed. 


Most important is the need for prompt washing and effective sterilization of 
all needles, syringes, blood-letting devices, and other instruments that are repeatedly 
applied to different persons, often in close succession. It must be remembered that 
extremely minute quantities of contaminated blood can cause infection. Careful 
washing and sterilization are nceded not only for instruments used in procedures 
involving the handling of blood, but for those used in all kinds of injections, or 
other manipulations which might bring the instrument in contact with blood. Dis- 
posable needles are, of course, safest. 


Sterilization effective against the viruses of hepatitis can be accomplished by 
the application of heat for a sufficient length of time. The Sanitary Code regulations 
governing blood donors and blood banks require that sterilization “shall be by 
autoclaving for 30 minutes at 121.5°C (15 Ib. pressure), by dry heat for 2 hours 
at 170°C, or by boiling in water for 30 minutes.” 


As one means of prevention, avoidance of transfusions whenever possible is 
advised. In the present state of knowledge, the danger of hepatitis has been de- 
clared a calculated risk to be weighed against the benefits of transfusion in individ- 
ual cases. Irradiation of plasma with ultra-violet rays and storage for six months 
at room temperature have been suggested as two methods of inactivating the virus, 
but the efficacy of both procedures has been questioned. 
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Avoidance of carriers as donors is urgently desirable, but as has been stated, 
there is no certain way of identifying a carrier. Prospective donors who give a 
history or other evidence of hepatitis may be excluded, but identification of the 
carrier who has no symptoms awaits the development of specific tests. 


Prevention of infectious hepatitis requires personal-hygienic precautions as well 
as those recommended for the prevention of serum hepatitis. Since it is usually 
difficult to distinguish the two forms clinically, it is advisable to exercise the same 
precautions against the spread of both. 


RECOMMENDATIONS 


The Subcommittee is informed that there exists in New York City a serious 
lack of awareness on the part of practicing physicians and dentists of several 
aspects of the problem of viral hepatitis. It is therefore recommended that the 
Committee on Public Health urge the New York City Department of Health to 
undertake an educational program among physicians, dentists and other profes- 
sional and technical personnel in the medical, public health and allied fields, to 
inform them of the measures they can take which would help reduce the incidence 
of this disabling, sometimes fatal disease. 


First: Physicians should be impressed with the fact that viral hepatitis is a 
reportable disease. It is understood that many physicians are unaware of this fact. 


Second: Physicians should be warned to avoid transfusions whenever possible, 
in view of the present inability to detect carriers of viral hepatitis. Pooled plasma 
should not be used if such use can be avoided. 


Third: Blood donors should be selected with extreme caution. For the present, 
the only safeguard against carriers of the virus is to screen out those who give a 
history or other evidence of hepatitis. 


Fourth: Many instruments applied to the body, especially those penetrating the 
skin or mucous membranes and rcleasing blood, are capable of transmitting viral 
hepatitis; they should therefore be thoroughly washed and sterilized between appli- 
cations. It has becn pointed out that while most hospital laboratories routinely use 
an autoclave for the sterilization of instruments and that many use disposable 
needles, few private physicians and dentists possess autoclaves. Their usual 
practice is to subject instruments to boiling water, but frequently for too short a 
period. It should be emphasized that if the physician, dentist, nurse or technician 
relies on boiling to sterilize instruments the process must be continued for not less 
than 30 minutes. Dry heat must be applied for two hours, and autoclaving for 30 
minutes at 15 Ib. pressure. It may be of interest to state that a small low-priced 
autoclave, similar to a pressure cooker, is now obtainable. 


Furthermore, pen points, blades and other pointed objects often used as lancets 
are commonly immersed in alcohol or other disinfectants between applications. It 
should be especially noted that such solutions are not effective sterilizing agents; 
hence use of these objects should be discouraged or adequate methods of sterilizing 
them should be employed. Disposable lancets are available. 
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Fifth: Physicians, dentists, interns, nurses and technicians are particularly ex- 
posed to this occupational hazard; they should therefore be constantly on guard, 
and maintain isolation technique in the examination and management of patients 
with viral hepatitis. 


Sixth: The Committee recommends that a statement of information on viral 
hepatitis including the points here enumerated be preparcd by the Department of 
Health and distributed to physicians, dentists, and all others in New York City 
who handle any instruments or devices which might serve as agents for the trans- 


mission of viral hepatitis. 
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ABSTRACTS AND Discussion or Case REPORTS 


Anterior Sacral Meningocele 


GARRISON RAPMUND 


Department of Pediatrics, The Babies Hospital, Columbia-Presbyterian Medical Center 
Flower-Fifth Avenue Hospitals 


Anterior sacral meningocele is a bony de- 
fect of the anterior surface of the sacrum 
of the 
the defect into the pelvis. Two girls, ages 


with herniation meninges through 
seven and eleven years, are described with 
this lesion. Both complained of constipation 
and fecal incontinence since early infancy. 
In both, the diagnosis was first suggested 
by the x-ray finding of a sacral defect. The 
older girl was treated by excision of the 
meningocele which had associated with it a 
cystic structure found microscopically to be 
a remnant of the post-anal gut. The excision 
was carried out in several stages. First a 
colostomy was performed to divert the fecal 
stream from that segment of bowel adjacent 
to the meningocele. Second a laminectomy 
exposed the dural defect. Coursing through 
this opening was a structure which was 
thought to be filum terminale. This struc- 
ture was severed, the proximal end of it 
retracting upward promptly. The sacral sac 
was then closed; the meningocele and mass 
remained in the pelvis. Almost immediately 
following the operation anal sphincter tone 
improved. In a third procedure the men- 


ingocele was excised after the distal seg- 
ment of bowel had been sterilized by Neo- 
bacin irrigations. Finally the colostomy was 
closed, Constipation and fecal incontinence 
have not returned. The younger child has 
not yet been treated surgically. 

Previous reports of 10 children and 42 
adults with this condition are briefly re- 
viewed. From this collected experience a 
number of features were evident. Eighty- 
five per cent of all patients were females. 
The most common physical finding was a 
retro-rectal mass, found in over half of the 
patients, largely adults. The diagnosis was 
usually first suggested by the x-ray finding 
of a sacral defect. In adults, interference 
by the meningocele with normal delivery at 
term occurred in at least six pregnancies. 
Treatment has varied greatly, depending 
largely on the severity of the symptoms. 
Where excision is indicated, great care must 
When the 
paucity of symptoms in a girl dictates that 
the lesion it must be 
remembered that it could lead to obstetrical 
difficulties in the future. 


be taken to avoid meningitis. 


remain untreated, 
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Discussion: joun carrey—Although un- 


common, anterior sacral meningocele de- 


serves our attention because, untreated, it 
may cause years of invalidism. In many 
cases, as in one of the cases reported to- 
night, skillful treatment the 


patient of all complaints permanently. 


may relieve 

The clinical signs are so varied and vague, 
it is unlikely that a clinical diagnosis will 
often be made. The most conspicuous and 


the most certain sign of the lesion is the 
radiographic defect in the 
sacrum. Myelograms demonstrate the men- 


characteristic 


ingeal sac anterior to the ventral wall of 
the sacrum. 

More cases might be identified if more 
myelograms were done in patients who 
show congenitally deformed sacra with signs 
of compression of the rectum, bladder and 


pelvic nerves. 


Some of the clinical aspects of phenyl- 
ketonuria and the associated biochemical 
defect in phenylalanine metabolism are re- 
viewed. The hypothesis on which this study 
is based is that the abnormally high levels 
of phenylalanine or its related metabolites, 
found in the body fluids of individuals with 
phenylpyruvie oligophrenia, might exert a 
toxic effect on the central nervous system; 
and that if phenylalanine could be reduced 
by restricting the amount of phenylalanine 
in the diet, normal cerebral function might 
result. 

Observations made for a 131,-month pe- 
riod, by Dr. Selma E. Snyderman at Belle- 
vue Hospital, of the effect of a low phenyl- 
alanine synthetic diet on an 81/,-month-old 
white male phenylketonuric infant are pre- 
sented. Data include the determination of 
plasma phenylalanine, phenylalanine excre- 
tion and phenylpyruvic acid excretion, elec- 
troencephalography, and psychometric eval- 
uation during control and study periods. On 
a restricted phenylalanine diet, phenylala- 
nine levels and phenylalanine excretion de- 
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The Treatment of a Case of Phenylketonuria* 


EveLyn Grosow 


Department of Pediatrics, New York University 
College of Medicine 


creased, The infant’s convulsions ceased 
and the electroencephalogram pattern re- 
verted from a seizure pattern to normal. 
Repeated psychometric testing indicated a 
considerable and constant improvement in 
mental development. Treatment with a low 
phenylalanine diet and repeated observa- 
tions are being continued by Dr. Snyder- 
man. 

Discussion: seLMA E, SNYDERMAN—I think 
most of us have come to regard any treat- 
ment of mental deficiency with a good deal 
of suspicion. think that 
treatment did cause a great improvement in 
this child. His general condition improved 
dramatically. Within 48 hours he changed 
from an apathetic, somnolent infant to an 


However, I do 


alert one who was very much interested in 
his His 
completely, and there was reversion of a 


surroundings. convulsions ceased 
grossly abnormal electroencephalogram to a 
completely normal one. The improvement in 
his developmental quotient was a really sig- 
nificant one, from 39 to 59. The question as 
to how long this improvement will continue, 
and if he will ever approach normal de- 
velopment, cannot, of course, be answered 
now. He has now been at home since June 
where his diet is being strictly adhered to. 
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We hope to keep him on it indefinitely. 
Thus far, ten similarly treated cases have 
been reported in the literature. Of thee, 
seven have had mental improvement. The 
failures have been in children two or more 
years old and the greatest improvement has 
those children who treated 


All 


suffered from convulsions have ceased hav- 


been in were 


earliest. of these treated children who 
ing them, and previously abnormal electro- 
encephalograms have shown improvement. 


‘These findings all emphasize the need for 
early diagnosis and treatment of these chil- 
dren. The diagnosis and treatment of this 
condition in a newborn infant would be of 
utmost importance. Aside from helping to 
demonstrate just how valuable this treat- 
ment really is, it would also answer the 
question of whether all the brain damage is 
caused by the toxicity of one of the abnor- 
other 


mal metabolic products or whether 


factors are also responsible. 


Pseudotumor Cerebri* 


B. Moore 


Department of Pediatrics, The New York Hospital 


The case records of two patients with the 


diagnosis pseudotumor cerebri are pre- 
sented. Both entered the hospital with a one 
to two-week history of diplopia, plus physi- 
cal findings consisting only of paresis of the 
left 


papilledema. 


lateral rectus muscles and_ bilateral 


In one, there was ante- 


the 
onset of symptoms following minimal head 


an 


cedent right otitis media; other had 


trauma. Skull x-rays and electroencephalo- 
normal, had 


of with 
diminution of visual acuity. His ventriculo- 


grams were One patient 


marked narrowing visual fields, 
grams revealed slight dilatation of the lateral 
but 


reveal a 


ventricles, 
failed to 
meninges 


an exploratory craniotomy 
tumor. Biopsy of the 
The 
other patient had negative ventriculograms, 
well 


revealed arachnoiditis. 


as as a normal sagittal sinus veno- 
gram, and the diagnosis of pseudotumor 
was made. Both patients improved dramati- 
cally in one month’s time, and have con- 
tinued to be well. 

Through the years this syndrome has been 
known by a multitude of other terms— 


Abstract and Discussion of Case Report presented 


at Residents’ Program, Section on Pediatrics, 
The New York Academy of Medicine, December 
8, 1955. 


serous Quincke's 


arachnoiditis, otitic hydrocephalus, toxic hy- 


meningitis, meningitis, 


“Intra- 
cranial Hypertension of Unknown Cause.” 


drocephalus, and most recently, 


Attempts to base the terminology on the 
etiology have been unsuccessful, because a 
remains obscure. 


single etiological factor 


antecedent factors have in- 
febrile of 


origin; illnesses such as otitis media, sinu- 


Implicated 


cluded: mild illness unknown 
sitis, nasopharyngitis, or ocular infections; 
cranial trauma with secondary hemorrhage; 
spinal anesthesia; and infected scalp con- 
In a few arachnoiditis has 


tusions. cases 


followed acute lymphocytic choriomenin- 
gitis. Finally, an unsuspected dural sinus 
thrombosis is often considered as the etio- 
logical agent. 

The clinical picture is one of increased 
intracranial pressure, manifested by head- 
ache, vomiting, diplopia, drowsiness, and 
papilledema. Focal neurological signs are 
usually absent, but palsies of cranial nerves 
five, six, and seven do occur. Dizziness and 
unsteadiness may be present, but convul- 
sions per se are rare. Severe and long- 
standing papilledema may cause secondary 


optic atrophy, with loss in visual acuity. Air 
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studies revea! small or normal sized ven- 
tricular systems, and the spinal fluid, al- 
though excessive in amount, has neither an 
increased cell count nor an elevation in the 
protein content. In the arachnoid membrane 
appear small cysts, filled with clear fluid. 

The prognosis in cases of pseudotumor 
cerebri is usually good. Most are of the 
with of 


symptoms over a period of a few weeks to 


acute type, gradual subsidence 
a few months. Management consists of de- 
hydration measures, and repeated lumbar 
to 


optic atrophy. 


punctures protect 
Also, 


pressions may be used to compensate for 


against secondary 


subtemporal decom- 
progressing papilledema. In some instances, 


the pressure never falls with the above 


measures and these are considered as chron- 
the 
site bulges, but there is no tendency 


ic cases. Occasionally decompression 
for 
progressive optic atrophy. Statistics from 
the literature bear out the opinion of a 
favorable prognosis in most cases. 

Discussion: HERBERT PARsOoNS—The prob- 
lem of increased intracranial pressure with- 
out an obvious cause, as exemplified in the 
two cases presented by Dr. Moore tonight, 
has been of neurosurgical interest for many 
years. It is seen both in children and in 
adults, and is certainly more common than 
it would seem from the relatively few  re- 
ports. Several cases will be seen annually 
on most active neurological services. 


Although the diagnosis may be suspected 
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preoperatively, it cannot be made positively 
except in retrospect after ventriculograms 
have been done and a sufficient period of 
time has passed for either the signs to have 
cleared or for one to be certain that there 
is no tumor or other disease entity present. 
doubtful all 
have a similar cause and even though the 


It seems whether such cases 
clinical picture is similar the physiological 
mechaniim may not be the same. 

When the method of dural sinus venog- 
raphy was first developed it was felt that 
it probably would be possible to demon- 
strate a thrombosis of the sagittal or domi- 
As luck 


or four 


nant lateral sinus in such 


it, in the first three 
cases in which Cural sinus venograms 


cases, 
would have 
were 
performed an obstructing thrombus was 
found and the explanation seemed at hand. 

But when more venograms were done on 
such cases and particularly in the earlier 
ones (as in the second of the two cases pre- 
sented tonight), no such obstructing thrombi 
were found. 


This means that some of the chronic cas 


are due to a thrombosis of a sinus, but not 


all, and the etiology of the condition, in 
many instances, remains unexplained. The 
question of arachnoiditis is also difficult to 
be sure of as the diagnosis often depends 
on the interpretation of the pathologist. It 
may be a factor in some cases, 

(Two of dural sinus 


slides venograms 


were shown.) 
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Cyanosis, a Manifestation of Neonatal Hy pocalcemia* 


LAWRENCE SCHNECK 


Department of Pediatrics, Jewish Hospital of Brooklyn 


These are two cases of cyanosis that had 
an associated hypocalcemia. The cyanosis 
disappeared when the hypocalcemia was 
corrected. 

The first case is that of a 6-day-old white 
female who, on the fifth day of life, de- 
veloped marked perioral cyanosis, as well 
as cyanosis of both upper and lower ex- 
tremities. 

The baby was a normal, full-term spon- 
taneous delivery. The birth weight was 6 
pounds 9 ounces. The cry was spontaneous, 
the color was good, and the baby left the 
hospital after 5 days, in apparent good 
health, on an evaporated milk 1:2 formula. 

The first day at home the mother noticed 
that the baby’s hands, feet and mouth were 
blue. There were no other symptoms. The 
next day, the cyanosis became more intense. 
The patient was brought to a pediatrician, 
who could find nothing abnormal either on 
physical examination or fluoroscopy. The pa- 
tient was then admitted to the hospital for 
evaluation. 

While in the examining room the patient 
suddenly developed severe generalized cy- 
anosis. The cyanosis was promptly relieved 
with O,. The baby had an active cry. The 
lungs were clear to percussion and ausculta- 
tion. The heart was not enlarged to percus- 
The 150/minute. No 
murs were and felt. 
The reflex. 
There were no abnormal physical findings. 


sion. rate was mur- 


heard no thrills were 


patient had an active Moro 
The urine was negative for sugar, albumin, 
acetone and cells. The hemoglobin was 17 
grams, r.b.c. 7.01 million, w.b.c. 12,950, with 
19 per cent pmn, 1 band, 19 eos. and 61 
lymphs. The next day, the peripheral smear 
revealed a drop of the eosinophile count to 
7 per cent and a rise of the pmn to 28 per 
cent. 


Abstract and Discussion of Case Report presented 
Residents’ Program, Section on Pediatrics, 
» New York Academy of Medicine, December 


X-rays showed the heart to be of normal 
configuration, and the lungs were clear. ‘The 
electrocardiogram was read as normal for 
this age. 

However, the serum Ca was 6.8 mg. per 
cent and the serum P was 8.4 mg. per cent. 
Twenty-four hours after admission the baby 
was still cyanotic. At this point 5 cc. of 10 
per cent Ca gluconate was added to each 
feeding. Within 36 hours the cyanosis had 
disappeared. Five days after admission the 
serum Ca had risen to 9.2 mg. per cent 
and the serum P had fallen to 5.7 mg. per 
cent. The baby has remained asymptomatic 
since discharge. 


The second case is that of a 7 pound 15 
ounce white male, born to a diabetic mother 
after 35 weeks’ gestation, by cesarean section. 
At birth the baby was edematous, but other- 
wise asymptomatic. However, a few hours 
later, the baby’s respirations became rapid, 
shallow, and he was cyanotic. Twenty-four 
hours later, the baby was markedly cyanotic. 
The lungs were clear to percussion and aus- 
The 


and there 


cultation. heart was not enlarged to 


percussion were no muimurs or 
thrills. On x-ray, both the heart and lungs 
were considered to be within normal limits. 
An electrocardiogram revealed prolongation 
the limb 


leads, indicative of hypocalcemia. The serum 


of the ST segment in standard 
Ca was 6.3 mg. per cent and the serum P 
was 8.5 mg. per cent. The infant was given 
penicillin and in order to overcome a pos- 
sible hypoglycemia, he also received a 5 per 
cent glucose solution. There was no clinical 
improvement. Finally, after 7 days of per- 
sistent cyanosis, the baby was given 1 cc. of 
25 per cent CaCl, in each feeding. Within 
24 hours the cyanosis and respiratory dis- 
tress disappeared. The serum Ca rose to 
8.8 mg. per cent; the serum P was 7.4 mg. 
per cent. Electrocardiograms and x-rays 
were repeated and were considered normal. 
The patient has remained asymptomatic. 
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Thus, in these two cases we were unable 
to find any cardiac, pulmonary, or central 
nervous system pathology that could explain 
the cyanosis. However, they both had a 
hypocalcemia, and when this was corrected, 
the cyanosis disappeared, 

The 


dence of neonatal tetany has increased with 


Discussion: JOSEPH B, PINCUS- inci- 
the advent of the general use of processed 
milk formulas. It is believed that the high 
phosphate content of the processed milk 
cannot adequately be handled by the new- 
born’s parathyroids and kidneys, thus rais- 
ing the phosphate levels in the blood and 
“reciprocally” lowering the serum calcium 
level. This tendency to hypocalcemia and 
hyperphosphatemia is usually noted at the 
end of the second or the beginning of the 
third day of life. Besides the state of hypo- 
calcemia that follows the feeding of diets 
other than mother’s milk, there is also a 
form of hypocalcemia that exists on the 
first day of life before any feedings are 
begun. The cause of this hypocalcemia is ob- 
scure though it seems, in mature infants, to 
be associated with physiological disturbances 
in the mother 


laL or. 


during pregnancy and/or 


to 
have the highest incidence of hypocalcemia 


Premature infants have been found 
on the first day of life. 

Though hypocalcemia is not invariably 
associated with neuromuscular irritability, 
ie., convulsive seizures, tetany of the new- 
born may manifest itself clinically in symp- 
toms such as vomiting, abdominal distention, 
periods of apnea and cyanosis. Cyanosis, as 
in the two cases reported by Dr. Schneck, 
may be the only sign present. This cyanosis 
may be associated with cardiac enlarge- 
ment, changes in the EKG, and x-ray evi- 
dence of altered cardiac shadows which may 
lead to the erroneous impression of the pres- 
ence of congenital heart disease. This was 
the original diagnosis in both of the cases 
presented. It is therefore important to know 
that when an infant presents the picture of 
cyanosis and cardiac changes during the 
first day of life, hypocalcemia should be 
thought of as a possible cause for the clini- 
cal picture. 

Generally, in infants who have attacks of 
cyanosis during the neonatal period, hypo- 
calcemia should be suspected as a possible 
etiologic factor. 


Congenital Hemolytic Anemia of an 


Atypical Ty pe* 


Paut A. Winokur 


Department of Pediatrics, Long Island College Hospital 


D. L. 
Puerto Rican extraction who has been 


of 
fol- 
lowed at the Long Island College Hospital 
birth, at which the 
veloped jaundice and hepatosplenomegaly. 


is a 9-month-old female infant 


since time infant de- 
This baby was the product of the third of 
the mother’s three uneventful pregnancies 
and was apparently well at birth. At age 8 
hours, jaundice and hepatosplenomegaly be- 
came evident. Erythroblastosis fetalis was 
ruled out since the mother and infant were 
both type A Rh positive, and the Coombs 
tests (direct and indirect) were negative. 


* Abstract and Discussion of Case Report presented 
at Residents’ Program, Section on Pediatrics, 
The New York Academy of Medicine, December 
8, 1955. 
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Because of a rapidly rising serum bilirubin 
from 10 mg. per cent to 13.5 mg. per cent 
in 4 hours, an exchange transfusion of 500 
ce. of Type A Rh positive blood was per- 
formed through the umbilical vein. The peri- 
pheral smear at this time showed only aniso- 
cytosis and poikilocytosis and the hemoglo- 
bin was 19 gm. per cent. 

Following the exchange transfusion, the 
infant did well clinically except for a drop 
in hemoglobin to 8 gm. per cent, requiring 
a small push transfusion of whole blood be- 
fore discharge. Exhaustive diagnostic pro- 
cedures were performed but to no avail. The 
only significant findings in retrospect, were 
a normal osmotic fragility and a reticulocyte 
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count of 4.8 per cent. 

Little was known historically for the next 
two months, at which time the infant was 
readmitted with a profeund anemia of 3 
gm. per cent, a moderate hepatospleno- 
megaly, and a harsh systolic murmur felt 
to be hemic in origin. Once again, thorough 
diagnostic stucies ensued in an attempt to 
rule out galactosemia, toxoplasmosis, inclu- 
sion body cCisease, ne*natal hepatitis, ma- 
laria, lues, histoplasmosis, tuberculosis, other 
Ciseases, but especially the various hemolytic 
anemias. ‘Ihe workup pointed to the latter 
but fitted into no known category, Specifi- 
cally, the smear showed many small spher- 
vidal cells which had not completely lost 


their central pallor and bone marrow 
which exhibited changes of erythroid hyper- 
plasia. ‘Lhe osmotic fragility of the red cells 
was now slightly decreased, 

For the next 31 months in the hospital, 
the patient required frequent small transfu- 
bleod at 7 


vals becauce of recurrent anemia. ‘The serum 


sions of whole to 10-day inter- 
bilirubin also fluctuated during this period 
as high as 13 mg. per cent with the diiect 
fraction preCominating. The stocls now be- 
came acholic and the urine very Cark. ‘This 
phase was felt to be the inspissated bile 
syndrome and cortisone, 50 mg. per day by 
mouth, given for 


was 5 days on the basis 


of its choleretic action as reported by Dr. 
Thorn in a recent New England Journal of 
Mecicine. In this particular case, cortisone 
had no apparent effect in relieving the ob- 
structive process. The fragility of the red 
cells was still decreased during this phare. 

At age 


peared spontaneously and the osmotic fra- 


months, the jauncice disap- 


gility became slightly increased, beginning 
at 0.50 per cent salt. The incubated fragility 
and the control were the same values. 

The exact diagnosis was still in doubt ex- 
cept that we were Cealing wi'h a congenital 
hemolytic anemia. By exclusion, we ruled 
out an acquired hemolytic anemia, the ab- 
normal hemoglobin diseases, thalassemia, 
ovalocytosis and true congenital spherocytic 
anemia. We were left with one of the un- 
classified anemias which we felt fit this case 
the best. 


Splenectomy was then cecicel upon for 


two reasons: 

1. We have nothing else to offer this 
patient because of the unusual severity of 
the Cisease. 

2. We hoped to reduce the high transfu- 
sion requirements, 

At age 
formed, during which the spleen and 2 ac- 


total of 135 


6 months splenectomy was _ per- 


cessory spleens weighing a 
grams were removed, 
Postoperatively, the infant has done very 
well clinically, and now, 3 months later, she 
Her 
serum bilirubin is still slightly elevated. Her 
stabilized at 8-9 
cent; her smear has less spheroidicity; her 


has still not required a_ transfusion. 


hemoglobin has gm, per 
liver is still slightly enlarged; her reticulo- 
cyte count is still elevated; and her fragility 
is now normal. 


Discussion: x, JANET Watson—The Puerto 
Rican infant, 9 months old, whose case has 
just been presented, has had an unusually 
severe form of congenital hemolytic anemia 
of an atypical variety. The first manifesta- 
tion was severe hyperbilirubinemia at birth 
requiring an exchange transfusion. (ABO 
and Rh incompatibility were nct present.) 
A severe anemia of the hemolytic type and 
splenomegaly persisted from birth. At the 
age of 4-5 months, the inspissated bile syn- 
drome complicated the picture. The need 
for transfusions continued to increase to 
such a degree that a diagnosis of superim- 
posed hypersplenism was made. splenec- 
tomy was performed at the age of 6 months. 
that 


maintained at about 8 gm. per cent without 


Since time the hemoglobin has been 
the need of further transfusions. 

There are only some 20-odd cases of this 
the literature. 
The mechanism of the intracorpuscular de- 
fect is 


cases, 


type of anemia reported in 
obscure. There 
but the 


un‘erstood, 


are many familial 


inheritance pattern is not 
None of the 9 splenectomized cases _re- 


ported had appreciable benefit from the 
eperation. The marked improvement after 
splenectomy seen in our patient appears to 
be due to the fact that the unusual severity 
of the 
splenism superimposed upen the basic ery- 


throcytic Cefect. 


anemia was the result of hyper- 
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Hemangioma with Thrombocytopenic Purpura* 


Amparo C, Aptao 


Department of Pediatrics, Memorial Center for Cancer and 
Allied Diseases 


Hemangioma with associated thrombocy- 
topenic purpura is a relatively rare occur- 
rence. The patient presented is one of five 
such cases seen in Memorial Hospital. 

She was a 2-year-old white female with a 
normal personal history and develo; ment 
with a non-contributory family history. 

On July 30, 1953, at 
had a fall, bruising her right eye, followed 


age 18 months, she 
by discomfort in using the left arm and, a 
week later, by a progressive swelling over 
the left clavicle and scapula, X-rays mace 
at this time showed enlargement of the left 
clavicle. Because cortical hyperostosis was 


suspected, she was started on cortisone. 
Blood work at this time was within normal 
limits. Later she was noted to show exces- 
sive bruising. At this time, platelet count 


of blood. 


row revealed no abnormality. 


was 60,000 


per cmm. Bone mar- 
diagnosis 
of idiopathic thrombocytopenic purpura was 
made and cortisone was increased to 150 
mg. daily. 

with 


bruising and epistaxis; so, on December 29, 


The patient became worse, more 
1953, splenectomy was done in a hospital in 
her city. The spleen was normal. 

Following surgery, she had a_ stormy 
course without improvement in the platelet 
count. She had an episoce of a convulsion 
hemi- 


plegia and aphasia probably due to intra- 


followed by a transient right-sided 
cranial hemorrhage. On day of discharge she 
had 23 platelets per 1000 erythrocytes. 

The soft 
shoulder gradually and steadily iner 


left 
ed in 
4, 1954, the 
child was referred to Dr. George Pack for 
further treatment at Memorial Hospital. 


tissue swelling about the 


size and extent. On February 


On admission, physical examination showed 
“moon-faced,” hairy-evebrowed little girl 
Abstract and Discussion of Case Report presented 
at Residents’ Program, Section on Pediatrics, 


The New York Academy of Medicine, December 
8, 1955. 
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of 2 years with a fine shower of petechiae 
over her entire body and ecchymoses on the 
legs. The positive findings were chiefly lim- 
ited to the skin 
ness around the left pectoral girdle, espe- 


There was an area of full- 


cially over the scapula and in the axilla. 
There was prominence of veins around the 
whole area. No bruit was heard. The mass 
was diffuse and firm to palpation. The liver 
was palpable 1 cm. below the right costal 
margin. There was a transverse scar on the 
left upper abdominal area. ‘The rest of the 
physical examination was not revealing. 

Laboratory examinations showed a_nor- 
mal hemogram except for a platelet count 
of 21,000, The bone marrew was normal ex- 
cept for an increase in megakaryocytes. 

The x-ray films revealed findings consist- 
ent with the clinical impression of vascular 
or soft part tumor with slight compression 
changes in the left first, second and third 
ribs. 

The patient was started on hydrocortisone 
25 mg. daily, which was maintained for 7 
weeks. She was put on a diet free from 
milk and eggs and milk and egg products, 
and a regimen of vitamins including vita- 
mins C and B.., was instituted. 

13 

Within a few weeks after the therapeutic 
regimen was started, the platelet count 
began to rise significantly and the tumor 
diminished slightly in size. 

Biopsy of the left axillary region was re- 
ported as hypertrophic hemangioma, The 
platelets continued to remain at normal 
levels and the patient was cischarged. 

\ subsequent report on her, dated Sep- 
tember 26, 1955, revealed that she is doing 
very well. Her hemogram, inclucing plate- 
let count, was normal. The tumor mass has 
a'most completely cisappeared. 

Discussion: 


HAROLD W, DARGEON—This pa- 


tient presented some findings similar to 


those noted previously by others, who have 
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STEINFELD 


reported instances of the combination of 
thrombocytopenic purpura and hemangioma, 
and on our own service. In addition, there 
were several different features of clinical 
interest. 

Speculation regarding the possible rela- 
tionship of these two conditions is interest- 
ing but unrewarding. We know thrombocy- 
topenic purpura is not an unusual condition. 
Hemangioma occurs in about 10 per cent of 
infants under 1 year of age. The simultane- 
these conditions may 
therefore be simply coincidental. 

1. In had on 


service 


ous occurrence of 


the 5 cases we have our 


and 9 reported in the lit- 
erature, 12 of the children came under 
than 9 


under 5 


observation at ages of less 
5 of them 


months of age. This patient developed 


months were 
no symptoms until 17 months of age. 
All the other 13 cases showed cutane- 
ous evidence of hemangioma at birth 
or during the first few weeks of life. 
This patient never showed any signs 
of cutaneous hemangioma. The exact 
identity of the tumor was not estab- 
lished until biopsy was performed 9 
months after the onset of the illness. 
Splenectomy was performed in 6 of 
the 13 treated cases, including the pa- 


tient. In one (the case reported by 
Meeks), a satisfactory effect on the 
thrombocytopenia and tumor was 
noted within 1 week after operation. 
A reduction in the size of the tumor 


was observed in one additional case. 
In the other 5 cases the thrombocyto- 
penia persisted from 3 to 5 months. 
The serious operative and postopera- 
tive problems which sometimes occur 
were dramatically illustrated by the 
hemiplegia which occurred in our pa- 
tient. 

In this child there was improvement 
in the thrombocytopenia but very little 
in the after the administra- 
tion of large doses of cortisone. Hy- 


diet 


purpura 
drocortisone and an elimination 
after splenectomy were used during 
the period of rise in the platelets. It 
does not follow, of course, that the im- 
provement was due to these measures. 
Extensive irradiation, which has proven 
of value in four of the reported cases, 
was not used in our patient. It is ob- 
viously not good practice to irradiate 
swellings of unknown identity. By the 
time we could make a diagnosis by 
biopsy the mass had already begun to 
regress. 


Hypothermia in the Treatment of Encephalitis* 


LEONARD STEINFELD 


Department of Pediatrics, The Mount Sinai Hospital 


A single case of extremely severe, pro- 
gressive encephalitis treated by means of 
hypothermia is presented. The patient was 


a 6-year-old female who developed the 


typical picture of acute, fulminating ence- 
phalitis, probably of viral etiology, which 
seemed Cestined for a fatal outcome. Lack- 
* Abstract and Discussion of Case Report presented 
at Residents’ Program, Section on Pediatrics, 
The New York Academy of Medicine, December 
8, 1955. 


ing more conventional means of interrupting 
this morbid process, hypothermia was em- 
ployed. The child's temperature was reduced 
to 73°C. by 
maintained at this level for four hours, the 


packing in ice and it was 
whole procedure taking about 24 hours. 
After the induction of the hypothermic 
state, the labored respirations noted pre- 
viously were no longer apparent. Respira- 
tions at this time became slow and regular. 
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The most striking finding, however, was ob- 
served after the patient achieved a normal 
temperature. The marked opisthotonos which 
gripped the child at the height of her illness 
showed a considerable degree of relaxation 
at the termination of the procedure. Then, 
over a period of three weeks, there was 
but virtually complete improve- 
ment in the neurological findings. The elec- 


gradual 


troencephalogram changed from a grossly 
abnormal to a normal pattern during this 
time. 

The use of hypothermia in the treatment 
of viral encephalitis is not based directly on 
experimental work, but certain laboratory 
data suggested a possible rationale for this 
form of therapy. Experimentally it has been 
shown that multiplication of virus and de- 
struction of cells are retarded at reduced 
temperatures. Virus proliferation is also 
inhibited by a reduction in the oxygen ten- 
sions to which the virus is exposed, Hypo- 
thermia has the property of reducing oxy- 
gen partial pressures. Correlating these data, 
then, hypothermia effects an inhibition of 
virus proliferation, thus allowing immune 
mechanisms to function more effectively 
against the reduced number of virus par- 
ticles, 

There are three principle methods for ob- 
taining general reduction of body temper- 
ature. They are as follows: (1) After in- 
duction anesthesia, the body is immersed in 
a cold bath or packed in ice; (2) creating 
an arterio-venous fistula and cooling the 
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blood in an extra-corporeal circuit; (3) em- 
ploying drugs such as chlorpromazine, pro- 
have 


methazine and which 


specific 


meperidine, 


action on the thermo-regulatory 
mechanism and autonomic nervous system. 

Discussion: Horace L. case is 
that of a 6-year-old white female with en- 
cephalitis of undetermined etiology. Within 
a period of two days after admission to the 
hospital she became comatose, extremely 
rigid, and opisthotonic. She was unable to 
swallow and showed signs of progressive 
bulbar involvement. 

In view of the severity of the disease and 
the hopeless prognosis, and our inability to 
this 
means, hypothermia was used as a method 
of treatment. Following eight hours of hy- 
pothermia with the rectal temperature at 


approximately 75°F. 


ameliorate disease by conventional 


for at least 2 hours, 
the patient’s rigidity improved greatly. In 
12 hours and thereafter she showed gradual 
but progressive improvement. Within a 
period of three weeks, subsequent to hypo- 
thermia, the patient was discharged from 
the hospital almost completely 
from her encephalitic process. 

It is not known what effect 
with hypothermia had on the disease, and 
we do not wish to lay claim to any thera- 
peutic triumph. However, we do wish to 
suggest 


recovered 


treatment 


the further trial of hypothermia 
in the treatment of other cases of severe, 
fulminating encephalitis. 
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Structural Representations of Tumor-Host Relationship in 
Mammary Cancer 


M. M. Brack ano F. D. Speer 


Department of Pathology and Clinical Pathology, 
Flower-Fifth Avenue H 


When survival in mammary cancer is re- 
lated to certain microscopic changes in the 
primary tumor and in the axillary lymph 
noes, it is possible to erect a grading sys- 
tem permitting more accurate prognosis 
than those currently employed, The micro- 
referred to are nuclear 


scopic changes 


anaplasia and lymphocytic infiltration in 
the tumor itself and sinus histiocytosis of 
the axillary lymph nodes. 

This study cases of 


was made on 404 


mammary carcinoma followed to death or 
for a minimum of five years. In each case 
cells in the 


the nuclear structure of the 


primary tumor, the lymphoid infiltrate in 
the primary tumor and the sinus histiocyto- 
sis of the axillary lymph nodes were graded 
from 0 to 4 (five graces). With each fea- 
ture, 0 represented the least favorable 
microscopic change, i.e., complete nuclear 
anaplasia, and absence of lymphoid infiltrate 
or sinus histiocytosis, whereas 4 represented 
the most fully developed change, i.e., com- 
plete nuclear differentiation, extensive 
lymphoid infiltrate and sinus histiocytosis. 
It is important to emphasize that this sys- 
tem of grading is directly opposite to that 
used in traditional histologic grading. 

In regard to nuclear grading, it was ap- 
parent from extensive studies that the nu- 


cleus represented the biologic activity of 


New York Medical College, 
Hospitals 


the tumor more than any other structural 
feature such as cell size, shape or staining, 
or presence of glands, ducts, tubules or 
papillations, ‘ihe lymphocytic infiltration re- 
ferred to was that in and around the tumor 
itself. It was not that frequently seen in 
adjacent normal lobules or around ductuli 
or that related to tumor necrosis, hemor- 
rhage or secondary bacterial infection. The 
sinus histiocytosis in the axillary lymph 
nodes was a hyperplasia of the reticulo- 
endothelial cells lining the medullary and 
peripheral lymph sinuses of the node. It 
was in no way related to the presence or 
absence of metastases in lymph nodes and 
was not the pleomorphic lymphadenitis of 
inflammation or necrosis, 

When these three features or parameters 
were graded as indicated above and then 
plotted against survival, it was readily ap- 
parent that when the three features were 
combined in high degree there was survival 
for more than five years, but when the three 
features were absent, survival for less than 
five years was the rule. In short, lethality 
in breast cancer varied directly with the 
degree of nuclear anaplasia, and inversely 
with the degree of sinus histiocytosis in the 
axillary lymph nodes and the lymphoid in- 
filtrate of the primary tumor. Actually nine 
groupings of these 404 cases of mammary 
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cancer appeared when the combined grad- 
ing was used. Those with combined gradings 
of all factors less than 2 showed almost uni- 
versal death ° less than five years. The per- 
centage of five-year survivals increased 
thereafter with increasing combined grade 
until those with grades of 5 or 6 or more 
showed 100 per cent five-year survival. In 
201 of the cases studied the patients ulti- 
mately died of the disease, but in these also 
increased combined grade of the three his- 
tologic features was attenced by increasing 
percentage of cases with five-year survival. 

The value of lymphocytic infiltration of 
the primary tumor and _ sinus histiocytosis 
of the axillary lymph nodes in breast cancer 
is not only that of an incidental favorable 
histologic finding indicating long survival. 
Both of these changes seem to be histologic 
expressions of defensive reactions of the 
host or tumor antagonistic influences which 
on extensive study might elucidate impor- 
tant biologic processes in breast cancer and 
lead to more rational therapy. 

It is of interest to state that this same 
system of study and grading has been ap- 
plied to gastric cancer. With this group of 
tumors five-year survivals are not common, 
but in patients with such postoperative sur- 
vival wtih gastric cancer, lymphoid infiltra- 
tion in the primary tumor and sinus his- 
tiocytosis of regional lymph nodes is a basic 
finding. 

With this study, therefore, a new system 
of grading mammary cancer has been pre- 
sented. Its value is evident: 

1. In its ability to predict accurately the 
relative period of survival at the time of 
operation. 

2. In its emphasis on biologic factors in 
mammary cancer which may reflect tumor- 
host relationships or antagonisms. 

3. In its attempts to concretize biologic 
data so necessary to rational evaluation of 
therapy. 


DISCUSSION 


SIGMUND L. WILENS: I think you 


were extremely fortunate to have such com- 
plete follow-ups on such a large number of 
“ases. 


J. M. RAVID: I should like to ask you 
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what prompted you to reverse the usual 
method of grading, for instead of grading 
from 1 to 4 in the order of ascending or 
increasing malignancy, you grade the nuclei 
from 4 to 0, with grade zero representing 
the highest degree of malignancy. 


Fr. D. SPEER: The grading was kept uni- 
form, Zero is the worst possible reaction, 
or worst 


possible biologic interpretation, 
that can be placed on a reaction, where the 
nucleus is completely anaplastic, lymphoid 


infiltrate is absent, and there is no sinus 
histiocytosis. We first started this system 
of evaluation in the study of sinus _his- 
tiocytosis and established a simple survival 
curve. When we started to study nuclear 
reactions and lymphoid infiltrate, we de- 
cided to keep the same method, so that we 
would be able to add our values and get 
simple survival curves, 

CHARLES T. OLCOTT: I should like to 
ask Dr. Speer if he has made subsequent 


studies of the tissue from the 
there 


cases in 
which was a if he has 
checked what the subsequent histology in 
these cases was, and if it agreed with the 
histologic picture found at the first opera- 


tion? 


recurrence, 


F. D. SPEER: That is an extremely in- 
teresting question, and Dr. Black is in the 
process of evaluating it right now. When 
we finally were able to check an individual 
who had died of the disease, particularly 
an individual whom we may have graded 
at the time of operation as 4 nuclear change, 
we found that the nucleus had changed, and 
at the time of death was usually graded 
zero, or completely anaplastic. If this turns 
out to be true in a large series, it is again 
very interesting; it would imply that there 
may be something nutritional or metabolic 
in the organism that controls nuclear dif- 
ferentiation which is lost when the individ- 
ual dies of the disease. 


SIGMUND L. WILENS: I gathered 
from your concluding remarks, Dr. Speer, 
that you suggest the possibility that some 
of these reactions are in the order of an 
immune response. Dr. John Kidd has done 
work on the lymphocytic response in animals, 
and I wonder whether he would be willing 
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to say a word as to how this reaction in the 
human tumor compares to that in experi- 
mental animals. 


JOHN G. KIDD: My work along these 
lines was done several years ago with Dr. 
Helene Wallace Toolan. We studied the 
growth and regression of C,H mammary 
carcinoma cells implanted in alien strain 
A mice, and found first that the tumor cells 
grew quite well for five to seven days in 
the alien hosts. Then rather abruptly 
lymphocytes in large numbers accumulated 
around the nodules of proliferating cancer 
cells, and infiltrated the nodules from the 
periphery inwards; the tumor cells then 
began to die one after another in rapid 
succession as the lymphocytes came into 
close contact with them, and soon the proc- 
ess of regression was completed. The find- 
ings prompted us to ask, as DaFano, Mur- 
phy, Loeb and others had previously done, 
whether the lymphocytes were responsible 
for the regression, and indeed whether they 
were mediating an immune reaction of an 
hitherto undisclosed sort. 

We did not make a particular study of 
the lymph nodes of mice in which the tumors 
were regressing, and I cannot say whether 
sinus histiocytosis, such as Drs. Speer and 
Black have described, was present in them. 
I can say, however, that we did not observe 
nuclear changes of the sort that they have 
described in the cells of these tumors as 
they grew and were later overcome in the 
resistant or immune hosts. I should like to 
inquire of Drs. Speer and Black how con- 
stant were these nuclear changes in their 
material, and particularly whether bits of 
tumor taken from various parts of a growth 
regularly displayed the same type of nucleus. 
Certainly it is well known that cells of 
squamous cell carcinomas display extraordi- 
nary nuclear abnormalities in areas of rela- 
tive anorexia, and one does not see the 
same type of nucleus in one microscopic field 
that he sees in another, The same holds true 
for tumors of other types, and it seems to 
me the point deserves careful scrutiny in 
growths such as those Drs. Speer and Biack 
have studied. 


MAURICE BLACK: I think I can an- 
swer that point for Dr. Speer. There is, by 


and large, a rather uniform appearance of 
the nuclei throughout the section, but not 
any uniformity whatsoever in regard to the 
tubular structure or stroma around it, that 
varies tremendously. As a matter of fact, in 
Ackerman’s text book of Surgical Pa- 
thology, he publishes a plate showing four 
areas of a single small breast carcinoma, 
presented as illustrative of variations that a 
tumor undergoes. As you look at that plate, 
the nuclei are grade I in every photograph, 
even though one area has tubules and the 
other area does not have any tubules. In 
addition, in order to take into account any 
possibility of error in nuclear grading, we 
used a uniform system wherein grade was 
assigned according to the most anaplastic 
nuclei, so that whatever errors we did make, 
we made in one direction. 

In regard to reactions in animal tumors, 
we made a rather extensive study of lymph 
nodes in mice bearing spontaneous mammary 
carcinoma and mice implanted with sarcoma 
180. We found something rather interesting: 
in the axillary lymph nodes of the mice 
bearing the spontaneous mammary tumors 
we found a reasonable percentage, some- 
where around 20 per cent of the cases, 
would show a grade of 2 plus sinus his- 
tiocytosis reactions in the axillary nodes, but 
not in the inguinal nodes, Even though the 
tumor might arise around the tail or the 
groin or the back, the reaction occurred in 
the axillary nodes. Apparently this is a re- 
flection of the responsiveness of the nodes, 
and apparently not all the lymph nodes in 
the body respond in the same way. In regard 
to the sarcoma 180 cases, we did not find 
sinus histiocytic reaction in the axillary or 
inguinal lymph nodes. 

One other bit of information in regard to 
whether this is peculiar to the axillary nodes 
is pertinent. In diverse human cancers we 
have seen sinus histiocytic reaction in the 
region of tumors, in the nodes all over the 
body, inguinal nodes, lateral nodes of the 
neck, and so on. In some tumors this high 
incidence of sinus histiocytic reaction seems 
to be a very significant feature in relation 
to the survival of the individual, while in 
other tumor types it is rarely seen. In a 
large series of gastric carcinomas we found 
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the most common feature associated with 
long survival is lymphoid infiltration. How- 
ever, regardless, of the origin of the tumor, 
where we have found any of these features 
in a high degree, it has a similar biologic 
significance. 

M. F. WIENER: Was there any correla- 
tion between these prognostic criteria and 
distribution of 


radiosensitivity, and the 


metastases? 


F. D. SPEER: I think we would say no 
briefly to both questions. We did not study 
the distribution of metastases in the axillary 
nodes in relation to this reaction, nor did we 
pay any attention to the relationship of 
survival to postoperative radiation. 
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The Pathological and Clinical Features in Eighty Cases of Thymoma 


R. Larres anv S. Jonas 


College of Physicians and Surgeons, Laboratory of Surgical Pathology, Columbia University 


Out of a larger number of tumors of the 
anterior mediastinum, originally classified as 
thymomas, a total of 80 cases was found 
acceptable as primary tumors of the thymus 
gland. A review of their pathological and 
clinical features is presented. 

Only 46 of these patients had symptoms 
referable to their mediastinal tumor (my- 
asthenia gravis, superior vena cava com- 
pression, etc.). In the others the tumors 
were asymptomatic. 

The following histologic types were rec- 
ognized: a) predominantly lymphoid; b) 
predominantly spindle cell with cribriform 
areas; c) predominantly epithelial in sheets 
and cords; d) “rosette forming” type; e) 
so-called “granulomatous” type; f) so-called 
“seminoma” type. 

Most of the tumors belonged to the first 
or second group, 32 and 24 cases respec- 
tively. However, it is important to emphas- 
ize that an absolute majority of these neo- 
plasms consisted of varying mixtures of 
lymphoid and epithelial elements (the spindle 
cells are here considered epithelial). This 
mixture is the central theme. The histologic 
groups listed above are to be considered 
nothing more than a series of variations 
around this theme. 

The majority, but not all, of the thymomas 
associated with myasthenia gravis belonged 
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to the predominantly lymphoid group with 
varying amounts of pale “epithelial” elements 
(13 out of 21 cases). Removal of the tumor 
resulted in definite improvement of the dis- 
ease in only one out of nine cases of my- 
asthenia gravis followed postoperatively. 

Two of the tumors of the predominantly 
spindle cell type were associated with severe 
aplastic anemia. 

One thymoma of the predominantly 
lymphoid type was associated with dwarfism. 

In two other cases the patients had a pre- 
ceding or subsequent history of other ap- 
parently independent neoplasms. 

No other obvious clinico-pathologic cor- 
relations were observed. The entity “thy- 
moma of the granulomatous type” is still 
open to much criticism. It is possible that 
these are nothing but examples of medi- 
astinal involving the 
thymus gland. However, of the four such 


Hodgkin’s disease 
cases studied in this series, only one patient 
has died of generalized disease, and unfortu- 
nately was not autopsied. The other three 
are still alive, one almost ten years follow- 
ing biopsy and x-ray treatment. There is 
also some evidence that the giant cells seen 
in these lesions are of thymic epithelial 
origin rather than Dorothy Reed-Sternberg 
cells. 

Some thymomas of the lymphoid type con- 
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tain collections of cells which resemble 
superficially those of the seminoma, These 
lesions have nothing in common with the 
primary or metastatic seminoma of the 
mediastinum, and their behavior seems to 
be benign. 

The majority of the cases studied repre- 
sented local problems, in that distant met- 
astases generally did not occur. Two tumors, 
had with 
multiple serosal implants. Another thymoma 


into the 


however, involved the pleura 


from the mediastinum 


lung. In still another case the tumor was 


extended 


completely encased in the pulmonary paren- 
chyma, 

Distant metastases occurred in two tumors 
of the predominantly epithelial type, and 
in one of the four cases of so-called granu- 
loma type. In all three of these metastasiz- 
ing tumors the histologic findings were for 
some reason atypical and their thymic origin 
was accepted with some reservation. At any 
rate, at the present time we are tentatively 
classifying them primary malignant 
tumors of the thymus. 

There is little doubt that many so-called 
malignant metastasizing thymomas reported 
in the medical literature are in fact ex- 
amples of some other neoplastic disease such 
as lymphosarcoma, reticulum cell sarcoma, 
oat cell carcinoma of the lung, ete. 

(This study will be published in a more 


cetailed form at a later date.) 
DISCUSSION 


MARGARET MURRAY: 
have to say about thymomas will be anti- 


Anything I 


climactic coming after Dr. Lattes’ 80 cases 
of thymoma, because we have grown only 
15 specimens of thymus tissues, most of 
which were normal or 
neoplastic. They 


hyperplastic, not 


were obtained from in- 
dividuals one month to 62 years old, and we 
came by the normal ones because the thymus 
is in the way and is often removed in the 
of thoracic which involves 


course surgery 


splitting the sternum. A_ unifying factor, 
however, running through all these types of 
thymus tissues is the propensity to produce 
epithelium when placed in culture; whether 
the specimen is normal or neoplastic, func- 


tional (as in the one-month-old child) or 


normally involuted (as in a 45-year-old 
woman), in tissue culture it grows epi- 
thelium. This is true whether epithelium is 
detectable in the sections or not. Neoplastic 
thymus tissue does not as a rule grow as 
well as the normal. In the outgrowth from 
children’s thymus there is more pleomorph- 
ism than in that from adults. In these out- 
growths we frequently see gemma-formation, 
and sometimes vacuolated, keratinizing cen- 
ters that we regard stages of 
Hassall’s corpuscles. I am inclined to agree 
with Dr. Lattes on the identity of the 


as early 


reticular cells and the epithelial cells. In one 
case, a “granulomatous” thymus, we have 
seen multinucleate cells which, though quite 
different from the Reed-Sternberg cells that 
Hodgkin's lymph 
nodes, are nevertheless characteristic of the 


characterize sections of 
culiures of such nodes. How much weight 
to assign to this observation I do not know, 
since in the outgrowth from normal thymus 
of small children there are pleomorphic and 
often multinucleate cells. 

I would like to ask Dr. 
interprets the “rosettes” found in thymomas. 
in neural tumors 


Lattes how he 
Since the rosettes found 
are regarded as cross-sections of primitive 
neural tubes, is it possible that tumors de- 
rived from endocerm might produce struc- 
tures similar to the primitive tubular gut 
and these “rosettes” might be cross-sections 
of these? 


RAFFAELE LATTES: Dr. Murray has 
given us a great deal of help in identifying 
tumors of the thymus. It was only about 
three months ago that one of our surgeons 
explored a patient with a large anterior 
mediastinal tumor only to find that with the 
incision used the tumor was technically in- 
operable, because it extended too far posteri- 
orly to the right. We made a frozen section 
of a wedge of tumor tissue, which showed 
predominantly lymphoid tissue with fibrous 
septa, but I was not able to convince myself 
that there were any of the “epithelial” cells 
consistent with the diagnosis of thymoma. 
However, for once, I had sense enough to 
obtain another fragment and give it to Dr. 
Murray, who in a few days was able to 
observe the growth of “epithelial” cells. 
Even after our paraffin sections of that 
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biopsy were ready we would only have been 
able to make a_ tentative 
thymoma, since the tissue available was in- 


diagnosis of 


adequate for an absolute diagnosis. The 
growth of “epithelial” cells in tissue culture 
ruled out the possibility of a lymphosarcoma 
or a leukemic infiltration. Dr. Murray’s tis- 
sue culture results were confirmed indirectly 
by the 
patient 


subsequent course, because the 
was given a very large dose of 
x-ray which should have been sufficient to 
cause a temporary reduction of a lympho- 
sarcoma or a leukemic infiltration, but the 
did not 


mass in the anterior mediastinum 


regress to any appreciable extent. 


Dr. Murray has raised the question of the 


significance of the rosettes. To call them 
“rosettes” was in a sense a nickname, be- 
cause these are not real rosettes. As she 
suggested, when these structures are cut at 
a certain angle, they may look like round 
rosettes, but when they are seen cut oblique- 
ly or longitudinally, they do look like primi- 
tive tubules. We have tried Cajal’s silver 
impregnation method without success. We 
have not seen neurites in them. I think, as 
Dr. Murray suggests, that they are some 
kind of primitive tubular structure. I do not 
know whether or not they are endodermic. 
From the studies of the embryologists I 
tried to learn what is known on the develop- 
ment of the thymus, and it was very dis- 
couraging. After having very 
interesting study from the Carnegie In- 
stitute which seemed to prove without a 
shadow of a doubt that the thymus origi- 
nated from all three embryonal layers, I 


read a 
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talked with other experts, who implied that 
paper unreliable and there 
ectoderm in the thymus. 
MAURICE BLACK: I like to 
make a comment which may be of aid in the 
study of thymic tumors. We have been in- 
terested in the histochemical visualization of 


was was no 


would 


enzyme activity by means of tetrazolium 
salts, and have had two thymomas to study. 
The reactions were rather unusuai in terms 
of the cell types: the lymphocytic type of 
cell and an epithelial type of cell. Ordinarily 
squamous epithelium, either in tumor, or 
skin or cervix, does not stain at all well with 
this particular dye. The staining appears 
usually around the cell, and not in the cell. 
Ordinarily lymphocytes do not stain, al- 
though the lymphocytes of lymphosarcoma 
do stain with this dye. In thymoma both the 
and apparently the 
epithelial elements stain in the same fashion 
with punctate intracytoplasmic granules 
That was not what we expected on the basis 
of other reactions and would indicate the 
two cell types are similar to one another 
different from squamous 
epithelium or lymphocytes. I mention this 
to you because you may see other thymomas, 
and it may be of some value to you in fur- 
ther elucidating the nature of the cellular 
components. 

M. F. WIENER: Is there any evidence 
of spontaneous involution in any of these 


tumors? 


RAFFAELE LATTES: 
know of. 
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Economical to both physician and patient, 
eral therapy is now available for 


Geriject Injection, supplemented by daily 
your patients . « « particularly use of Geriject Tablets, insures constant, 
those receiving geriatric therapy. effective vitamin-mineral intake. 


For samples and literature, write DEPT. G 


ic. F. KIRK COMPAN Y 


WEST 23rd STREET * N.Y.11, ¥. 
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Flexible Arthritis Therapy 
with BUFFERIN’® 


Exploit fully the use of salicylates in arthri- 
tis—give steroids in minimal doses—combine 
salicylates with corticosteroids for additive 
antiarthritic effect —this is the program 
Spies! advocates in a recent article in the 
Journal of the American Medical Associa- 
tion. 

Treatment of rheumatoid arthritis de- 
mands a “highly individualized program,” 
Spies! writes. The additive action of salicy- 
lates permits use of smaller amounts of hor- 
mones, thus lessening or eliminating their 
well-known side effects. “A proper mixture 
of salicylates and corticosteroids produces an 
effective antirheumaticagent in many cases.”’! 


Suit your treatment to your individual 


arthritic patient. Use the hormone you pre- 
fer, in the dosage you think best, but for 
better results combine it with Burrertn, the 
salicylate proved to be better tolerated by 
arthritics.? 

BUFFERIN contains no sodium, a marked 
advantage when cardiorenal complications 
make a salt-restricted diet necessary. 

Each BurFFeriNn tablet contains 5 grains 
of acetylsalicylic acid 
and the antacids mag- 
nesium carbonate and 
aluminum glycinate. 


REFERENCES: 
1. J.A.M.A. 159:645 (Oct. 15) 1955. 
2. J.A.M.A. 158:386 (June 4) 1955. Fe 
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for added 


in antibiotic th 
multi-spectrum' 
synergistically 
strengthened 


tthe antimicrobial spectrum 
of tetracycline extended 

and potentiated to include 
even those strains of 
staphylococci and other 
pathogens resistant to 
previously employed 
antibiotic therapy ; 

and to provide 


World leader in antibiotic development and production 


*Trademark 


ertainty 


erapy... 


/.a new maximum in thera- 
peutic efficacy 

/.a new maximum in protection 
against resistance 

'.a new maximum in safety 
and toleration 


Capsules: 250 mg. (oleandomycin 
83 mg., tetracycline 167 mg.) 
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plus a new maximum in 


palatability... now available 
with new 


myC mint-flavored 


OLEANOOMYCIN TETRACYCLINE 


for ORAL SUSPENSION 


A savory mint flavor that adds 
the further certainty of accept- 
ability to antibiotic therapy, par- 
ticularly for that 90% of the 
patient population treated in the 
home or office where sensitivity 
testing may not be feasible, and 
where pleasant flavor can make 
the difference between prescrip- 
tion adherence and laxity. 


Sigmamycin for Oral Suspension 
is available in 2 oz. bottles con- 
taining 1.5 Gm. of Sigmamycin 
(oleandomycin 500 mg., tetracy- 
cline 1 Gm.). When reconstituted 
each 5 cc. teaspoonful contains 
125 mg. of Sigmamycin (42 mg. 
of oleandomycin as the phosphate 
salt with tetracycline amphoteric 
equivalent to 83 mg. of tetracy- 
cline hydrochloride). 


PFIZER LABORATORIES, Brooklyn 6, N. Y. 
Division, Chas. Pfizer & Co., Inc. 
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.». your treatment can make the difference 


In angina pectoris: “. . . the difference between 
complete, or almost complete, absence of symp- 
toms, or a prolonged illness with much suffering” 
may lie in routine prophylaxis with Peritrate.* 


New studies continue to confirm the effectiveness 
of this long-acting coronary vasodilator. “Impres- 
sive and sustained improvement” is observed in 
patients on Peritrate therapy.* 

Simple prophylaxis: Peritrate is not indicated to 
abort the acute attack (nitroglycerin is still the 
drug of choice). However, you can reduce or 
eliminate nitroglycerin dependence and provide 
continuing protection against attacks of angina 
pectoris with Peritrate. Prophylaxis is simple: 10 
or 20 mg. of Peritrate before meals and at bed- 
time. Maintenance of a continuous daily dosage 
schedule is important for successful therapy. 


Peritrate has been demonstrated to prevent or 


reduce the number of attacks, lessen nitroglycerin 
dependence, improve abnormal EKG findings and 
increase exercise tolerance.*** 

The specific needs of most patients and regimens 
are met with Peritrate’s five dosage forms: Peritrate 
10 mg. and 20 mg. tablets; Peritrate Delayed Ac- 
tion (10 mg.) for continuous protection through 
the night; Peritrate with Phenobarbital (10 mg. 
with phenobarbital 15 mg.) where sedatiom#is also 
required; Peritrate with Aminophylline (10 mg. 
with aminophylline 100 mg.) in cardiac and cir- 
culatory insufficiency. 

Usual Dosage: 10 to 20 mg. before meals and at 
bedtime. 


References: 1. Rosenberg, H. N., and Michelson, A. L.: 
Am. J. M. Sc. 230:254 (Sept.) 1955. 2. Kory, R. C., et al.: 
Am. Heart J. 50:308 (Aug.) 1955. 3. Winsor, T., and 
Humphreys, P.: Angiology 3:1 (Feb.) 1953. 4. Plotz, M.: 
New York State J. Med. 52:2012 (Aug. 15) 1952. 5, 
Dailheu-Geoffroy, P.: L’OQuest-Médical, vol. 3 (July) 1950, 


Peritrate’ 


(brand of pentaerythrito! tetranitrate) 


WARNER-CHILCOTT 
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MYSTECLIN SUSPENS 


(Squibb Tetracycline-Mystatin) 


Another a of the only broad spectrum 
antibiotic preparation with added protection 
against monitial superinfection 

PLEASANT TASTING — Mysteclin Suspension is pleasant- 
ly fruit-flavored and will appeal to taste-conscious 
youngsters as well as to adults who prefer liquid 
medication. 

BROADLY EFFECTIVE — Mysteclin Suspension provides 
well tolerated therapy for the many common infec- 
tions which respond to tetracyeline—and also acts to 
prevent monilial overgrowth. 

READY-T0-TAKE — Mysteclin Suspension requires no re- 
constitution and can be given by simple teaspoon 
dosage to patients of all ages. 

MYSTECLIN SUSPENSION: a fruit-flavored oil suspension 
containing the equivalent of 125.mg. Steclin (Squibb 
Tetracycline) Hydrochloride and 125,000 units My- 
cestatin (Squibb Nystatin) per 5 cc. teaspoonful, 
Supplied in two-ounce botties. 


- Also available as Capsules (250 mg. —— Hydrochloride and 


250,000 units Mycostatin) and Half Streng pre mg. 
Steclin Hydrochloride and 125,000 units , 
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TWO NEW BOOKS COMING IN FEBRUARY 
from Blakiston Division, McGraw-Hill 
GROLLMAN 
CLINICAL PHYSIOLOGY 


The Functional Pathology of Disease 
M.D., Ph.l)., F.A.C.P., Prof aad Chairmen of 
By Arthur Grollman, ‘essor the 


Department of Ex of T 
Malical Schocl, Dalles, Texas. 


This book gives the fundamental principles which underlie modern clinical medicine, 
It systematically covers the physiology, biochemistry and other disciplines which form 
the scientific basis for understanding disease and its treatment. It complements classical 
pathology, which treats of the morphologic disturbance of disease, by elucidating the 
much more important functional aspect of the subject. The purpose of the hook is to 
give the practitioner of medicine an understanding of the underlying mechanisms which 
contro} the bedy in health and the deviations ia these mechanisms which are encountered 
in disease. In many respects, the book covers the entire field of medicine, including 
metabolism, and includes recent advances which have now made older texts obsolete. 
The term “physiology” is used here in its broad sense and includes much that is usually 
considered a part of the biochemical, pathological, pharmacological and bacteriological 
sciences. In words, physiology is here used as “the experimental basis of medicine.” 
The cubject is approached from the standpoint of the various systems of the body. 
Unlike the usual textbook of medicine, this book covers disease from the viewpoint of 
its underlying functional pathology, and also gives the physician an understanding of 
the scientific principles which are the basis of modern clinical practice. The book also 
correlates the results of clinical research and laboratory experimentation and presents 
a composite picture of these as applied to medical practice. Approx. 816 pages, 110 
ilius., 6x9, In Press. 


HUBBARD 
THE EARLY DETECTION and PREVENTION ot DISEASE 


By John ?. Hubbard, M.D., George 8. ? Professor of Publie Health and 
Preventive Medicine, University of Pennsylvania School of Medicine. 


Designed for the physician who wishes to be informed in a practical way about the 
current status of knowledge concerning the measurement, maintenance, and im 
ment of health, the early detection of disease, prevention where prevention is possible, 
and the limitation of complications or disability. Offers the proceedings of a post 

duate symposium of the same name conducted at the University of Pennsylvania 

hool of Medicine ir the spring of 1955. This symposium, and hence the book as well, 
represents a departure from the usual in that it deals extensively with the relation of 
preventive medicine to the clinical practice of medicine, rather than intensively with 
the several aspects of a ringle disease or a single physiclogic cystem. 28 eminent 
clinicians have contributed to the book’s nine sections: preventive medicine in clinical 
practice; preventive medicine in relation to the cardiovascular system, the gastrointestinal 
system, pelvic cancer, and selected discases; norms of mental health and early detection 
of deviations from the norms; measurement of the musculoskeletal system; a review of 
immunization; and the practical application of preventive medicine in the armed services, 
This book also presets the contributions of authoritative clinicians and teachers who 
draw upon their broad experience in clinical medicine in the management of individuals 
im beth health and disease. Approx. 348 pages, 6x9, $7.50. 


FOR YOUR ORDER — WRITE TO 


RISTON DIVISION, McGRAW-HILL BOOK COMPANY, INC. 


330 WEST 42nd STREET. NEW YORE 36, NEW YORE 
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